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Rules and Regulations 


Title 7—AGRICULTURE 

Chapter IX—Consumer and Market¬ 
ing Service (Marketing Agreements 
and Orders; Fruits, Vegetables, 
Nuts), Department of Agriculture 

PART 909— GRAPEFRUIT GROWN IN 
ARIZONA; IN IMPERIAL COUNTY, 
CALIF.; AND IN THAT PART OF 
RIVERSIDE COUNTY, CALIF., SITU¬ 
ATED SOUTH AND EAST OF WHITE 
WATER, CALIF. 

Order Amending the Order, As 
Amended, Regulating Handling 

§ 909.0 Findings and determinations* 

The findings and determinations here¬ 
inafter set forth are supplementary and 
in addition to the findings and deter¬ 
minations made in connection with the 
issuance of the order and of the previ¬ 
ously issued amendment thereto; and all 
of said previous findings and determina¬ 
tions are hereby ratified and affirmed 
except insofar as such findings and deter¬ 
minations may be in conflict with the 
findings and determinations set forth 
herein. 

(a) Findings upon the basis of the 
hearing record. Pursuant to the Agricul¬ 
tural Marketing Agreement Act of 1937, 
as amended (secs. 1-19, 48 Stat. 31, as 
amended; 7 U.S.C. 601-674), and the 
applicable rules of practice and proce¬ 
dure effective thereunder (7 CFR Part 
900), a public hearing was held at Indio, 
Calif., on February 18, 1970, upon pro¬ 
posed amendments to the marketing 
agreement, as amended, and Order No. 
9C9, as amended (7 CFR Part 909), 
regulating the handling of grapefruit 
grown in the State of Arizona, in Imperial 
County, Calif., and in that part of River¬ 
side County, Calif., situated south and 
east of White Water. Calif. Upon the 
basis of the evidence introduced at such 
hearing and the record thereof, it is 
found that: 

(1) The said order, as amended and 
as hereby further amended, and all of 
the terms and conditions thereof, will 
tend to effectuate the declared policy of 
the act; 

(2) The said order, as amended and 
as hereby further amended, regulates 
the handling of grapefruit grown in the 
designated production area in the same 
manner as, and is applicable only to per¬ 
sons in the respective classes of com¬ 
mercial or industrial activity specified 
in, the marketing agreement and order 
upon which the hearing has been held; 

(3) Tlie said order, as amended and 
as hereby further amended, is limited in 
its application to the smallest regional 
production area that is practicable con¬ 
sistently with carrying out the declared 
policy of the act; and 


(4) The said order, as amended and 
as hereby further amended, prescribes, 
so far as practicable, such different 
terms, applicable to different parts of 
the production area, as are necessary to 
give due recognition to differences in the 
production and marketing of the grape¬ 
fruit covered thereunder. 

(b) Additional findings. It is hereby 
found, on the basis hereinafter indicated, 
that good cause exists for making the 
provisions of this amendatory order ef¬ 
fective not later than September 1, 1970, 
and that it would be contrary to the pub¬ 
lic interest to postpone such effective 
date until 30 days after publication (5 
U.S.C. 553). The provisions of this 
amendment should become effective Sep¬ 
tember 1, 1970, because the provisions of 
this order change the composition of the 
Administrative Committee, the term of 
office of members and alternate members, 
and enlarge the area of regulation. It is 
desirable for the industry to nominate 
individuals for appointment on the com¬ 
mittee on the new basis and for the term 
of office specified in this amendment as 
soon as possible so that regulatory and 
other activity may be applicable at the 
beginning of the fiscal period and ship¬ 
ping season, and no useful purpose would 
be served by delaying the effective date 
beyond September 1. 1970. The provi¬ 
sions of this order are well known to pro¬ 
ducers and handlers. The hearing in 
connection therewith was held at Indio. 
Calif., on February 18, 1970, and the rec¬ 
ommended decision and the final deci¬ 
sion were published in the Federal Reg¬ 
ister on May 21, 1970 (35 F.R. 7806), 
and July 9, 1970 (35 F.R. 11027) re¬ 
spectively. Copies of the provisions of 
the amendatory order were made avail¬ 
able to all known interested parties, and 
compliance with such provisions will 
not require advance preparation on the 
part of persons subject thereto which 
cannot be completed prior to the effec¬ 
tive time specified. 

(c) Determinations. It is hereby de¬ 
termined that handlers (excluding co¬ 
operative associations of producers who 
are not engaged in processing, distrib¬ 
uting, or shipping grapefruit covered by 
this order) of more than 80 percent of 
the volume of the California-produced 
grapefruit covered by the said order, as 
amended, and as hereby further 
amended, refused or failed to sign the 
proposed amendment of the marketing 
agreement, as amended, regulating the 
handling of grapefruit grown in Arizona; 
in Imperial County, Calif.; and in that 
part of Riverside County, Calif., situated 
south and east of White Water, Calif.; 
and it is hereby further determined that: 

(1) The refusal or failure of such 
handlers to sign the proposed amend¬ 
ment of the marketing agreement, as 
amended, tends to prevent the effectua¬ 
tion of the declared policy of the act; 


(2) The issuance of this order, amend¬ 
ing the aforesaid order, as amended, is 
the only practical means pursuant to the 
declared policy of the act of advancing 
the interests of the producers of grape¬ 
fruit grown in the said production area; 

(3) The issuance of this order, amend¬ 
ing the aforesaid order, as amended, is 
favored or approved by at least three- 
fourths of the producers w^ho partici¬ 
pated in a referendum on the question of 
its approval and who, during the deter¬ 
mined representative period (Aug. 1, 
1968. through July 31, 1969), were en¬ 
gaged, wdthin the State of California, in 
the production of grapefruit for market, 
and by at least two-thirds of the pro¬ 
ducers wdio participated in such refer¬ 
endum and who, during such determined 
representative period, were engaged, 
within the State of Arizona, in the pro¬ 
duction of grapefruit for market: all 
such producers having also produced for 
market at l°ast two-thirds of the volume 
of grapefruit represented in such refer¬ 
endum; and 

(4) On the effective date of this order 
amending the order, as amended, the 
provisions of the marketing agreement, 
as amended, as now effective, will no 
longer tend to effectuate the declared 
policy of the act because the said market¬ 
ing agreement would be inconsistent 
with this order amending the order, as 
amended. Accordingly, the provisions of 
the current marketing agreement, as 
amended, are hereby terminated effective 
September 1, 1970. 

It is, therefore, ordered , That, on and 
after the effective date hereof, all 
handling of grapefruit grown in the pro¬ 
duction area^ shall be in conformity to, 
and in compliance with, the terms and 
conditions of the said order, as amended 
and as hereby further amended as 
follows: 

1. The provisions of § 909.4 Grape¬ 
fruit are revised to read as follows: 

§ 909.4 Grapefruit. 

“Grapefruit” means all varieties of 
Citrus paradisi, MacFadyen, grown In the 
production area. 

2. A new § 909.4a is added as follows: 
§ 909.4a Prodiirlion area. 

“Production area” means the State of 
Arizona: Imperial County, California; 
and the described portions of the follow¬ 
ing counties of the State of California: 
that part of San Bernardino County 
situated east of a line drawn due north 
'and south through Rice; that part of 
Riverside County situated east of a line 
drawn due north and south through the 
Post Office in White Water; and that 
part of San Diego County situated east 
of a line drawn due north and south 
through the Post Office in Julian. 

3. The provisions of § 909.5 are revised 
to read as follows: 
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§ 909.5 Districts and subdistricts. 

The production area shall be divided 
into districts and subdistricts as defined 
below: 

(a) "Arizona District" means the total 
area defined within the following 
subdistricts: 

(1) "Yuma Subdistrict" means that 
part of the State of Arizona situated 
within Yuma County and that part of 
Imperial County, Calif., situated east of 
a line drawn due north and south 
through the Post Office in Winterhaven, 
Calif. 

(2) "Phoenix Subdistrict" means that 
part of the State of Arizona outside of 
Yuma County. 

(b) "California District’* means that 
part of the production area in California 
not included under Yuma Subdistrict. 

4. The provisions of § 909.8 Handle 
are amended by adding thereto the fol¬ 
lowing sentence: 

§ 909.8 Handle. 

• * * The term "handle** shall not in¬ 
clude the transportation of grapefruit 
from the point of production to a pack¬ 
inghouse within the production area for 
preparation for market. 

§909.9 [Amended] 

5. The provisions of § 909.9 are 
amended by deleting "828.23" and in¬ 
serting "43615** in lieu thereof. 

6. The provisions of § 909.10 Fiscal 
period are amended to read as follows: 

§ 909.10 Fiscal period. 

"Fiscal period" means the period 
from August 1, 1969, through August 31, 
1970, and after August 31 t 1970, such 
term shall mean the period from Sep¬ 
tember 1 of any year to August 31 of the 
following year. 

7. The provisions of § 909.20 Estab¬ 
lishment and membership are revised to 
read as follows: 

§ 909.20 Establishment and member¬ 
ship. 

(a) An Administrative Committee 
composed of 10 members is hereby estab¬ 
lished. For each member there shall be 
an alternate member and the provisions 
of this part applicable to qualification, 
number, affiliation, nomination, and se¬ 
lection of members shall also apply to 
the qualification, number, affiliation, 
nomination, and selection of alternate 
members: Provided, That the alternate 
member specified in § 909.20(c) need not 
be of the same group affiliation as the 
member. Each member and alternate 
member shall be a producer in the dis¬ 
trict or subdistrict being represented on 
the committee. 

(b) The term of office of members and 
alternate members shall be one fiscal 
period: Provided, That an incumbent 
member or alternate member, as appli¬ 
cable, shall continue to serve as such 
until his successor is selected and has 
qualified. 

(c) The California District shall be 
represented on the committee by five 
members. Two members shall be affili¬ 
ated with a cooperative marketing orga¬ 
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nization, two members shall not be so 
affiliated, and one member shall be affili¬ 
ated with the group whose producers, 
during the fiscal period preceding the 
one in which nominations for members 
and alternates are made, produced more 
than 50 percent of the total production 
of grapefruit produced by all producers 
in that district: Provided, That the 
alternate member for such member shall 
be a producer in the California District 
outside that portion of Riverside County 
which is situated east of a line drawn due 
north and south through the Post Office 
in White Water and west of a line drawn 
due north and south through Shavers 
Summit: And provided further , That 
such alternate member need not be of the 
same group affiliation as the member. 

(d) Hie Arizona District shall be 
represented on the committee by five 
members determined as follows: 

(1) Except as otherwise provided, 
each subdistrict shall be represented by 
two members who are producers in the 
subdistrict being represented: Provided, 
That the subdistrict whose producers, 
during the fiscal period preceding the 
one in which nominations for members 
and alternate members are made, pro¬ 
duced more than 50 percent of the total 
production of grapefruit in the Arizona 
District shall be represented by three 
members: And provided further. That in 
the event the production in any such 
subdistrict during such fiscal period is 
less than for the preceding fiscal period 
by 25 percent or more, the average pro¬ 
duction during the three fiscal periods 
preceding the one in which such nomi¬ 
nations are made shall be used. 

(2) One member in each subdistrict 
shall be affiliated with a cooperative 
marketing organization and one member 
shall not be so affiliated. Whenever a 
subdistrict is represented by three mem¬ 
bers, riie third member shall be alter¬ 
nated between such groups. 

(e) Annually, prior to nomination 
meetings, apportionment of the commit¬ 
tee shall be effected as specified in the 
provisions of this section. 

8. The provisions of § 909.21 Nomina¬ 
tion are revised to read as follows: 

§ 909.21 Nomination. 

(a) The Secretary shall cause to be 
held each year a meeting or meetings 
of producers in the California District 
and in the Yuma Subdistrict and the 
Phoenix Subdistrict for the purpose of 
making nominations for members and 
alternate members of the Administrative 
Committee. 

(b) Not more than one nominee for 
member and not more than one nominee 
for alternate member from each district 
or subdistrict may be affiliated with the 
same packinghouse. 

(c) Except as hereinafter provided, 
only producers affiliated with cooperative 
marketing organizations may elect nomi¬ 
nees affiliated with such organizations: 
and only producers not affiliated with 
cooperative marketing organizations may 
elect nominees not so affiliated. In the 
event some of a producer’s grapefruit is 
handled through a cooperative market¬ 


ing organization and some is handled 
through an organization that is not a 
cooperative marketing organization, such 
producer shall be eligible to participate 
in only the category (i.e., as affiliated 
with or not affiliated with a cooperative 
marketing organization) by which the 
major volume of his fruit is handled. At 
least one nominee shall be elected for 
each member ana alternate member posi¬ 
tion to be filled. If nominations are not 
made by a particular category of pro¬ 
ducers, as provided in this section, pro¬ 
ducers present at the nomination meeting 
may, regardless of the affiliation pre¬ 
viously referred in this paragraph (c). 
elect nominees for all the positions to be 
filled and, in such event, any limitations 
as to such affiliation of the nominees 
shall not apply. 

(d) In the event a producer produces 
grapefruit in more than one district or 
subdistrict, such producer may partici¬ 
pate in the nomination meeting or meet¬ 
ings in only one district or subdistrict. 
Each producer shall be entitled to cast 
one vote for each of the nominees from 
the district or subdistrict; and each vote 
shall be cast on behalf of himself. Iris 
agents, partners, subsidiaries, affiliates, 
and representatives. 

(e) Nominations shall be submitted to 
the Secretary on or before July 1 of each 
year. 

9. The provisions of § 909.22 Selec¬ 
tion are revised to read as follows: 

§ 909.22 Selection. 

From the nominations made pursuant 
to § 909.21, or from other qualified pro¬ 
ducers, the Secretary shall select the 
members and alternate members from 
each district. In the event nominations 
are not made in accordance with the pro¬ 
visions of § 909.21, tlie Secretary may 
select the members and alternate mem¬ 
bers without regard to their affiliation. 

10. The provisions of § 909.25 Alter¬ 
nate members are revised to read as 
follows: 

§ 909.25 Alternate members. 

Except as hereinafter provided, an al¬ 
ternate member of the Administrative 
Committee shall act in the place and 
stead of the member for whom he is an 
alternate during such member s absence. 
In the event of the death, removal, resig¬ 
nation, or disqualification of a member, 
his alternate shall act for him until a 
successor is selected and has qualified. 
If both a member and his alternate are 
absent from an assembled committee 
meeting, the chairman, with the con¬ 
currence of the majority of members 
from the district affected who are pres¬ 
ent, shall designate an alternate member 
from the same district who is present at 
the meeting and is not acting as a mem¬ 
ber, to act in the place and stead of the 
absent member and alternate: Provided, 
That to the extent practicable the alter¬ 
nate member so designated shall be of 
the same affiliation as the absent 
member. 

11. The provisions of § 909.29 Com¬ 
pensation and expenses arq. revised to 
read as follows: 
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§ 909.29 Compensation and expense** 

The members of the Administrative 
Committee, and alternates when acting 
as members, shall serve without compen¬ 
sation; but they may be reimbursed for 
reasonable expenses necessarily incurred 
by them in the performance of their 
duties and in the exercise of their powers 
under this subpart. An alternate member 
may be reimbursed for reasonable ex¬ 
penses necessarily incurred by him in 
attending committee meetings, notwith¬ 
standing that the committee member for 
whom he serves as alternate also attends 
such meeting, and for nerforming other 
committee business at the request of the 
committee. 

12. The provisions of § 909.31 Pro¬ 
cedure are amended by revising para¬ 
graphs (a) and (b) to read as follows: 

§ 909.31 Procedures 

(a) Seven members of the Adminis¬ 
trative Committee shall be necessary to 
constitute a quorum of the committee. 

(b) For any decision of the Adminis¬ 
trative Committee to be valid, at least 
seven members must cast a concurring 
vote. At all assembled meetings, each 
vote must be cast in person. 

• • • * * 

13. The provisions of § 909.40 Ex¬ 
penses are amended to read as follows: 

§ 909.10 Expenses. 

The Administrative Committee is au¬ 
thorized to incur such expenses, includ¬ 
ing inspection expenses, as the Secretary 
finds are reasonable and likely to be in¬ 
curred to carry out the functions of the 
committee under this subpart during 
each fiscal period. The funds to cover 
such expenses shall be acquired by the 
levying of assessments upon handlers, as 
provided in § 909.41. 

14. The provisions of § 909.41 Assess¬ 
ments are amended by revising the first 
sentence of paragraph (a), redesignat¬ 
ing paragraph (c) as paragraph (d), 
and adding a new paragraph (c> to read 
as follows: 

§ 909.41 Assessment*. 

(a) Each handler who first handles 
grapefruit shall, with respect to the 
grapefruit so handled by him, pay to 
the Administrative Committee, upon de¬ 
mand. his pro rata share of the expenses, 
including inspection expenses, which the 
Secretary finds are reasonable and likely 
to be incurred by the committee for its 
maintenance and functioning during 
each fiscal period. • • * 

* * * « * 

<c) Notwithstanding the requirement 
that credits and refunds shall be deferred 
as provided in § 909.42(b), the Admin¬ 
istrative Committee may, with approval 
r the Secretary, credit each handler en¬ 
titled to a refund with such refund 
against assessments currently owed by 
him. 

♦ • • # * 

15. The provisions of § 909.42 Ac¬ 
counting are amended by revising para- 
ei'aph (b) to read as follows: 


§ 909.42 Accounting. 

♦ * * ♦ • 

(b) Notwithstanding the provisions of 
paragraph (a) of this section, the Ad¬ 
ministrative Committee may, with the 
approval of the Secretary, establish an 
operating reserve from funds remaining 
at the end of a fiscal period, which are in 
excess of expenses incurred during such 
period. Such operating reserve shall be 
accumulated over such period of time as 
the committee determines is fair and 
equitable to all handlers and shall not 
exceed an amount approximating the 
preceding year’s budget exclusive of in¬ 
spection expenses. The reserve shall be 
managed as a revolving fund, and the 
credits and refunds provided in para¬ 
graph (a) of this section deferred until 
such time as the reserve reaches the 
amount prescribed by the committee: 
Provided, That pursuant to § 909.41(c), 
funds in such reserve shall be available 
to be applied as credits against handlers’ 
assessments. 

16. The provisions of § 909.56 Afar- 
keting zones are amended to read as 
follows: 

§ 909.36 Marketing zone*. 

(a) Zone 1: The States of California 
and Arizona. 

(b) Zone 2: The State of Florida. 

(c) Zone 3: The State of Texas. 

(d) Zone 4: The States of Washington. 
Oregon, Montana, Idaho, Wyoming, Ne¬ 
vada, and Utah. 

(e) Zone 5: The States not enumer¬ 
ated in Zones 1, 2, 3. 4, and 6. 

(f) Zone 6: All export markets and 
States of Hawaii and Alaska. 

§ 909.23 [Amended] 

17. The provisions of § 909.23 are 
amended by deleting *‘§ 909.21(1)” and 
inserting "§ 909.21(e) ” in lieu thereof. 

(Secs. 1-19, 48 Stat. 31. as amended: 7 U.S.C. 
601-674) 

Dated, August 27, 1970, to become 
effective September 1, 1970. 

Richard E. Lyng, 
Assistant Secretary. 

j F.R. Doc. 70-11562; Filed. Sept. 1, 1970: 

8:47 a.m.| 


PART 932—OLIVES GROWN IN 
CALIFORNIA 

Subpart—Rules and Regulations 

Sizes of Processed Olives 

Notice is hereby given of the approval 
of amendment, as hereinafter set forth, 
of the rules and regulations (Subpart— 
Rules and Regulations; 7 CFR 932.108- 
932.161) currently effective pursuant to 
the applicable provisions of the market¬ 
ing agreement, as amended, and Order 
No. 932. as amended (7 CFR Part 932), 
regulating the handling of olives grown 
in California. This is a regulatory pro¬ 
gram effective under the Agricultural 
Marketing Agreement Act of 1937, as 
amended (7 U.S.C. 601-674). 

The amendment of said rules and 
regulations was unanimously recom¬ 
mended by the Olive Administrative 


Committee, established under said mar¬ 
keting agreement and order as the 
agency to administer the terms and pro¬ 
visions thereof. 

The provisions of § 932.153 specify, in 
terms of minimum weights for individual 
olives, the minimum sizes of olives that 
may be used currently in the production 
of halved, sliced, chopped, and minced 
styles of canned ripe olives. This amend¬ 
ment extends, for one year, the effective 
period of the section and establishes 
larger minimum sizes for certain speci¬ 
fied varieties used as aforesaid. Such 
changes reflect the committee’s appraisal 
of the 1970-71 olive crop (including the 
anticipated larger sizes of certain varie¬ 
ties) and marketing conditions and are 
its recommendations for the minimum 
sizes of olives that will provide consumers 
with good quality fruit and maximize re¬ 
turns to growers pursuant to the declared 
policy of the act. 

It is hereby found that amendment of 
said rules and regulations as hereinafter 
set forth is in accordance with the pro¬ 
visions of the marketing agreement and 
order, and will tend to effectuate the de¬ 
clared policy of the Agricultural Market¬ 
ing Agreement Act of 1937, as amended. 

The provisions of paragraphs (a) (2), 
(3), and (b) of § 932.153 are amended 
to read as follows: 

§ 932.153 Establishment of size* of 
processed olive* for use in the pro¬ 
duction of luilvcfl* sliced* chopped, or 
minced styles of canned ripe olive*. 

(a) • • • 

(2) Variety Group 1 olives of the As- 
colano. Barouni, or St. Agostino varieties, 
of a size which individually weigh one 
one-hundred-and-fiftieth pound: Pro¬ 
vided. That not to exceed 35 percent of 
the olives in any lot may be smaller than 
one one-hundred-and-fiftieth pound: 

(3> Variety Group 2 olives, except the 
Obliza variety, of a size which individ¬ 
ually weigh one one-hundred-and- 
fiftieth pound: Provided. That not to 
exceed 30 percent of the olives in any 
lot may be smaller than one one- 
hundred-and-fiftieth pound; 

♦ • * • * 

(b) The provisions of this section shall 
be applicable only during the crop year 
ending August 31, 1971. 

It is hereby further found that it is im¬ 
practicable, unnecessary, and contrary to 
the public interest to give preliminary 
notice, engage in public rule-making pro¬ 
cedure, and postpone the effective date of 
this amendment until 30 days after pub¬ 
lication in the Federal Register (5 U.S.C. 
553), and good cause exists for making 
the provisions hereof effective at the 
time hereinafter set forth, in that (1) the 
time intervening between the date when 
the information upon which this amend¬ 
ment is based became available and the 
time such amendment must become ef¬ 
fective in order to effectuate the declared 
policy of the act is insufficient; (2) the 
handling of the 1970 crop of olives is ex¬ 
pected to begin about September 1, 
1970—the beginning of the crop year— 
and the amendment of the rules and reg¬ 
ulations should be in effect by that time 
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so as to apply to the handling of olives 
during the entire crop year to effectuate 
the declared policy of the act; (3) neces¬ 
sary supplemental data for consideration 
and inclusion in this amendment were 
not available until August 27, 1970; (4) 
unless extended by further amendment, 
the section hereby amended will, by its 
provisions, terminate on August 31, 1970, 
and the more restrictive requirements of 
the order provisions would then apply to 
the handling of the crop; (5) compli¬ 
ance with the amended rules and regula¬ 
tions will require of handlers no special 
preparation therefor which cannot be 
completed by the effective time hereof; 
(6) in order to facilitate the handling 
of the 1970 crop the industry should have 
knowledge of the revised requirements, 
contained in the amendment, as soon as 
possible; and (7) the amendment was 
unanimously recommended by members 
of the Olive Administrative Committee 
after an open meeting on August 6, 
1970, at which all interested persons were 
afforded an opportunity to submit their 
views. 

(Sec. 1-19, 48 Stat. 31. as amended; 7 U.S.C. 
601-674) 

Dated, August 28, 1970, to become ef¬ 
fective August 31. 1970. 

Paul A. Nicholson, 
Acting Director , Fruit and Vege¬ 
table Division , Consumer and 
Marketing Service. 

(F.R. Doc. 70-11582; Plied, Sept. 1, 1970; 

8:48 a.m.J 

Title 9—ANIMALS AND 
ANIMAL PRODUCTS 

Chapter I—Agricultural Research 

Service, Department of Agriculture 

SUBCHAPTER C—INTERSTATE TRANSPORTATION 
OF ANIMALS AND POULTRY 

(Docket No. 70-250( 

PART 76—HOG CHOLERA AND 

OTHER COMMUNICABLE SWINE 

DISEASES 

Areas Quarantined 

Pursuant to provisions of the Act of 
May 29, 1884, as amended, the Act of 
February 2, 1903, as amended, the Act 
of March 3, 1905, as amended, the Act of 
September 6, 1961, and the Act of July 2, 
1962 (21 U.S.C. 111-113, 114g, 115, 117, 
120, 121, 123-126, 134b, 134f), Part 76, 
Title 9. Code of Federal Regulations, re¬ 
stricting the interstate movement of 
swine and certain products because of 
hog cholera and other communicable 
swine diseases, is hereby amended in the 
following respects: 

In § 76.2, in subparagraph (e)(21) re¬ 
lating to the State of Alabama, subdivi¬ 
sion (1) relating to Covington County is 
amended, and a new subdivision fill) re¬ 
lating to Crenshaw, Coffee, and Coving¬ 
ton Counties is added to read: 


(21) Alabama, (i) That portion of Cov¬ 
ington County bounded by a line begin¬ 
ning at the junction of the Patsaliga 
Creek and the Covington-Crenshaw 
County line; thence, following the Cov¬ 
ington-Crenshaw County line in an east¬ 
erly direction to Big Creek; thence, 
following Big Creek in a southeast¬ 
erly direction to the south bank of the 
Conecuh River; thence, following the 
south bank of the Conecuh River in a 
generally northeasterly direction to the 
Dozier to Rose Hill Road; thence, fol¬ 
lowing the Dozier to Rose Hill Road in 
a generally southeasterly direction to the 
Rose Hill to Haygood Road; thence, fol¬ 
lowing the Rose Hill to Haygood Road 
in a southwesterly direction to the Hay¬ 
good to Heath Road; thence, following 
the Haygood to Heath Road in a south¬ 
westerly direction to the Heath to River 
Falls Road; thence, following the Heath 
to River Falls Road in a southwesterly di¬ 
rection to State Highways 12, 55; thence, 
following State Highways 12, 55 in a 
northwesterly direction to the west bank 
of the Conecuh River; thence, following 
the west bank of the Conecuh River in a 
generally northeasterly direction to 
Patsaliga Creek; thence, following Pat¬ 
saliga Creek in a generally northeasterly 
direction to its junction with the Cov¬ 
ington-Crenshaw County line. 

• « * • • 

(iii) The adjacent portions of Cren¬ 
shaw. Coffee, and Covington Counties 
bounded by a line beginning at the junc¬ 
tion of Lightwood Knot Creek and State 
Highway 141 in Crenshaw County; 
thence, following State Highway 141 in a 
southeasterly direction to U.S. Highway 
84, also State Highway 12, in Coffee 
County; thence, following U.S. Highway 
84, also State Highway 12, in a generally 
southw T esterly direction to U.S. Highway 
331, also State Highway 9, in Covington 
County; thence, following U.S. Highway 
331, also State Highway 9, in a generally 
northwesterly direction to Lightwood 
Knot Creek; thence, following Lightwood 
Knot Creek in a southwesterly direction 
to Pale Creek; thence, following Pale 
Creek in a generally northerly direction 
to the Covington-Crenshaw County line; 
thence, following the Covington-Cren¬ 
shaw County line in an easterly direction 
to U.S. Highway 331, also State Highway 
9, in Crenshaw County; thence, follow r ing 
U.S. Highway 331, also State Highway 9, 
in a northerly and thence, northeasterly 
direction to Parker Creek; thence, fol¬ 
lowing Parker Creek in a southeasterly 
direction to Lightwood Knot Creek; 
thence, following Lightwood Knot Creek 
in a northeasterly direction to its junc¬ 
tion with State Highway 141 in Cren¬ 
shaw County. 

(Secs. 4-7, 23 Stat. 32. as amended, secs. 1, 2. 
32 Stat. 791-792. as amended, secs. 1-4, 33 
Stat. 1264, 1265, as amended, sec. 1. 75 Stat. 
481, secs. 3 and 11, 76 Stat. 130, 132; 21 
U.S.C. Ill, 112, 113, 114g, 115, 117, 120, 121, 
123-126, 134b. 134f; 29 F.R. 16210, as 

amended) 

Effective date. The foregoing amend¬ 
ment shall become effective upon Is¬ 
suance. 


The amendment quarantines portions 
of Crenshaw and Coffee Counties in Ala¬ 
bama because of the existence of hog 
cholera. This action is deemed necessary 
to prevent further spread of the disease. 
The restrictions pertaining to the inter¬ 
state movement of swine and swine prod¬ 
ucts from or through quarantined areas 
as contained in 9 CFR Part 76, as 
amended, will apply to the quarantined 
portions of such counties. 

The amendment also excludes a por¬ 
tion of Covington County, Ala., from the 
areas quarantined because of hog chol¬ 
era. Therefore, the restrictions pertain¬ 
ing to the interstate movement of swine 
and swine products from or through 
quarantined areas as contained in 9 CFR 
Part 76, as amended, will not apply to the 
excluded area, but will continue to apply 
to the quarantined areas described in 
§ 76.2. Further, the restrictions pertain¬ 
ing to the interstate movement of swine 
and swrine products from nonquarantincd 
areas contained in said Part 76 will apply 
to the area excluded from quarantine. 

Insofar as the amendment imposes cer¬ 
tain further restrictions necessary to pre¬ 
vent the interstate spread of hog cholera, 
it must be made effective immediately to 
accomplish its purpose in the public in¬ 
terest. Insofar as it relieves restrictions, 
it should be made effective promptly in 
order to be of maximum benefit to af¬ 
fected persons. 

Accordingly, under the administrative 
procedure provisions in 5 U.S.C. 553, it 
is found upon good cause that notice and 
other public procedure with respect to 
the amendment are impracticable, un¬ 
necessary, and contrary to the public 
interest, and good cause is found for 
making it effective less than 30 days after 
publication in the Federal Register. 

Done at Washington, D.C., this 27th 
day of August 1970. 

F. J. Mulhern, 
Acting Administrator, 
Agricultural Research Service. 

(F.R. Doc. 70-11581; Filed, Sept. 1, 1970; 

8:48 a.m.] 


(Docket No. 70-253] 

PART 76—HOG CHOLERA AND 

OTHER COMMUNICABLE SWINE 
DISEASES 

Areas Quarantined 

Pursuant to provisions of the Act of 
May 29, 1884, as amended, the Act of 
February 2, 1903, as amended, the Act 
of March 3, 1905, as amended, the Act of 
September 6, 1961, and the Act of July 2, 
1962 (21 U.S.C. 111-113, 114g, 115. 117, 
120, 121, 123-126, 134b. 134f>. Part 76. 
Title 9, Code of Federal Regulations, re¬ 
stricting the interstate movement of 
swrine and certain products because of 
hog cholera and other communicable 
swine diseases, is hereby amended in the 
followring respects: 

In § 76.2, the introductory portion of 
paragraph (e) is amended by adding the 
name of the State of Missouri, and a new 
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subparagraph (e) (6) relating to the 
State of Missouri is added to read: 

(e) • * * 

(6) Missouri. That portion of Stoddard 
County bounded by a line beginning at 
the junction of the west bank of the Cas¬ 
tor River and State Highway 25; thence, 
following State Highway 25 in a south¬ 
westerly direction to State Highway M; 
thence, following State Highway M in a 
generally northwesterly direction to 
State Highway PP; thence, following 
State Highway PP in a generally south¬ 
westerly direction to the division line be¬ 
tween Range 9 East and Range 10 East; 
thence, following the division line be¬ 
tween Range 9 East and Range 10 East 
in a southerly direction to State High¬ 
way J; thence, following State Highway 
J in a southerly direction to State High¬ 
way F; thence, following State Highway 
F in a generally southwesterly direction 
to the division line between Township 25 
North and Township 26 North; thence, 
following the division line between Town¬ 
ship 25 North and Township 26 North in 
an easterly direction to State Highway 
AD; thence, following State Highway AD 
in a southerly direction to U.S. Highway 
60; thence, following U.S. Highway 60 
in a northeasterly direction to State 
Highway N; thence, following State 
Highway N in a generally northerly di¬ 
rection to the west bank of the Castor 
River; thence, following the west bank 
of the Castor River in a generally north¬ 
westerly direction to its junction with 
State Highway 25. 

(Secs. 4-7, 23 Stat. 32. as ameuded, sees. 1, 2. 
32 Stat. 791-792, as amended. sec3. 1-4, 33 
Stat. 1264, 1265, as amended, sec. 1. 75 Stat. 
481, sees. 3 and 11, 76 Stat. 130, 132; 21 U S.C. 
Ill, 112, 113, 114g, 115, 117, 120, 121, 123- 
126, 134b, 134f; 29 F.R. 16210, as amended) 

Effective date. The foregoing amend¬ 
ment shall become effective upon 
issuance. 

The amendment quarantines a portion 
of Stoddard County, Mo., because of the 
existence of hog cholera. This action is 
deemeu necessary to prevent further 
spread of the disease. The restrictions 
pertaining to the interstate movement of 
swine and swine products from or 
through quarantined areas as contained 
in 9 CFR Part 76, as amended, will apply 
to the quarantined portion of such 
county. 

The amendment imposes certain 
further restrictions necessary to prevent 
the interstate spread of hog cholera and 
must be made effective immediately to 
accomplish its purpose in the public in¬ 
terest. Accordingly, under the adminis¬ 
trative procedure provisions in 5 U.S.C. 
553. it is found upon good cause that 
notice and other public procedure with 
respect to the amendment are impracti¬ 
cable and contrary to the public interest, 
and good cause is found for making it 
effective less than 30 days after publica¬ 
tion in the Federal Register. 

Done at Washington, D.C., this 28th 
day of August 1970. 

F. J. Mulhern. 

Acting Administrator, 
Agricultural Research Service. 
IF.R. Doc. 70-11580: Filed, Sept. 1, 1970; 

8:48 a.m.l 
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Title 14—AERONAUTICS AND 
SPACE 

Chapter I—Federal Aviation Adminis¬ 
tration, Department of Transportation 

[Docket No. 10276; Arndt. 39-1073] 

PART 39—AIRWORTHINESS 
DIRECTIVES 

British Aircraft Corp. Model BAC 1—11 
200 and 400 Series Airplanes 

A proposal to amend Part 39 of the 
Federal Aviation Regulations to include 
an airworthiness directive requiring in¬ 
spections of the taper bolts securing the 
flap beam main attachment brackets for 
looseness or failure, replacement of bolts 
found to be loose or failed, and modifica¬ 
tion to introduce increased diameter 
bolts was published in the Federal Reg¬ 
ister, 35 F.R. 6967. 

Interested persons have been afforded 
an opportunity to participate in the 
making of the amendment. One com¬ 
ment to the proposal suggested that the 
repetitive inspection intervals specified 
in paragraph (a) be relaxed to allow 
the inspections to be performed at the 
established inspection interval for the 
BAC 1-11 airplane, which happens to be 
at 560 landings, rather than the 500 
landing interval specified in the pro¬ 
posal. The FAA agrees, and a new para¬ 
graph (1) provides for adjustment of 
the inspection intervals specified in par¬ 
agraphs (a), (b), and (c) to permit com¬ 
pliance at an establisheo inspection 
period of the operator. 

Another comment proposed that a 
single failed bolt on any one bracket 
could be replaced by the new increased 
diameter bolt and that the bracket could 
then remain in service for so long as 
periodic inspections reveal no defects. 
However, it has been determined that 
the remaining bolts on a bracket having 
one failed bolt may have been over¬ 
stressed, and it is therefore necessary 
to require replacement of all bolts within 
300 landings from the discovery of the 
failed bolt. 

In consideration of the foregoing, and 
pursuant to the authority delegated to 
me by the Administrator < 14 CFR 11.89), 
§ 39.13 of Part 39 of the Federal Aviation 
Regulations is amended by adding the 
following new airworthiness directive: 

Briti-h Aircraft Corp. Applies to Models 
BAC 1-11 200 and 400 series airplanes. 

Compliance Is required as Indicated. 

To prevent failure of the flap beam bracket 
to wing attachments at flap beam 2 (200 and 
400 series airplanes). and at flap beams 3 
and 4 (200 series airplanes only), accomplish 
the following: 

(a) For 200 and 400 series airplanes, 
within the next 300 landings after the ef¬ 
fective date of this AD, unless already ac¬ 
complished within the last 200 landings, and 
thereafter at Intervals not to exceed 500 land¬ 
ings since the last inspection, inspect the 
six flap beam bracket attachment bolts 
through the wing lower skin at flap beam 2 
for looseness or failure In accordance with 
British Aircraft Corp. Model BAC 1-11 Alert 
Service Bulletin No. 57-A-PM 4407, Issue 2. 
dated January 6. 1970, or later ARB-approved 
issue or an FAA-approved equivalent. 
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(b) For 200 series airplanes, within the 
next 300 landings after the effective date of 
this AD, unless already accomplished within 
the last 700 landings, and thereafter at in¬ 
tervals not to exceed 1,000 landings since the 
last inspection, inspect the four flap beam 
bracket attachment bolts through the wing 
lower skin at flap beam 3 for looseness or 
failure in accordance with British Aircraft 
Corp. Model BAC 1-11 Alert Service Bulletin 
No. 57-A-PM 4407, Issue 2. dated January 6. 
1970, or later ARB-approved issue or an FAA- 
approved equivalent. 

(c) For 200 series airplanes which have 
not had incorporated BAC Modification 
PM3216, within the next 300 landings after 
the effective date of this AD. unless already 
accomplished within the last 700 landings, 
and thereafter at intervals not to exceed 1,000 
landings since the last Inspection, inspect the 
four flap beam bracket attachment bolts 
through the wing lower skin at flap beam 4 
for looseness or failure In accordance with 
British Aircraft Corp. Model BAC 1-11 Alert 
Service Bulletin No. 57-A-PM 4407, Issue 2, 
dated January 6, 1970. or later ARB-approved 
issue or an FAA-approved equivalent. 

(d) If one bolt through the wing lower 
skin on any one bracket (there are two 
brackets per flap beam location) is found to 
be loose or failed during the inspections re¬ 
quired by paragraphs (a), (b). and (c), be¬ 
fore further flight comply with paragraph 
(i) and either— 

(1) Replace the loose or failed bolt with 
a new bolt of the same part number or an 
equivalent new parallel shank bolt in accord¬ 
ance with British Aircraft Corp. Model BAC 
1-11 Alert Service Bulletin No. 57-A-PM 
4407. Issue 2. dated Janua y 6. 1970, or later 
ARB-approved Issue or an FAA-approved 
equivalent; or 

(2) Comply with paragraph (h). 

(e) If the loose or failed bolt through the 
wing lower skin is replaced in accordance 
with paragraph (dMl'. wi h'n the next 300 
landings accomplish the modifications re¬ 
quired by paragraph (h). 

(f) If a single loose bolt through the wing 
lower skin on any one flap beam location Is 
found during the Inspection required by 
paragraphs (a), (b), and (c), comply with 
paragraph (1) before further flight, and 

(1) Comply with paragraph (d); or 

(2) Within the next 300 landings accom¬ 
plish the modifications required by para¬ 
graph (h). 

(g) If more than one loese or failed bolt 
through the wing lower skin is found on 
any one bracket during the inspections re¬ 
quired by paragraphs (a), (b), and (c), be¬ 
fore further flight comply with paragraphs 

(h) and (i). 

(h) Replace all the flip beam bracket at¬ 
tachment bolts through the wring lower skin 
with new increased dip meter bolts at the 
affected flap beam location in accordance 
with British Aircraft Corp. Model BAC 1-11 
Service Bulletin No. 57-PM 4407; dated No¬ 
vember 17, 1969, of liter .4RB-approved 
issue or an FAA-approved equivalent. 

(i) As required In paragraphs (d). (f), 
or (g), accomplish the following at the 
affected flap beam location: 

(1) Inspect the two lower horizontal at¬ 
tachment bolts which piss through the for¬ 
ward flange of the flap beam attachment 
bracket and the rear spar lower boom angle 
(one on each side) fer looseness or failure 
in accordance with British Aircraft Corp. 
Model BAC 1-11 Alert Service Bulletin No. 
57-A-PM 4407, Issue 2, dated January 6, 
1970, or later ARB-approved issue or an FAA- 
approved equivalent. 

(2) If one or more loose or failed hori¬ 
zontal bolts are found during the Inspection 
required by this paragraph, inspect the wing 
structure in the area of the affected flap 
beam location for damage or fuel leaks. 
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(3) II any loose or failed horizontal bolts 
or any damage to the wing structure or fuel 
leaks are found during the Inspection re¬ 
quired by this paragraph, before further 
flight replace the loose or failed horizontal 
bolts, repair the damage to the wing struc¬ 
ture and seal the fuel leaks In accordance 
with British Aircraft Corp. Model BAC 1-11 
Alert Service Bulletin No. 57-A-PM 4407, 
Issue 2, dated January 6, 1970, or later 
ARB-approved Issue or an PAA-approved 
equivalent. 

(J) The repetitive inspections required by 
paragraphs (a), (b), and (c) may be discon¬ 
tinued at each flap beam location where the 
modifications of paragraph (h) have been in¬ 
corporated. 

(k) For the purpose of complying with this 
AD, subject to acceptance by the assigned 
PAA maintenance inspector the number of 
landings may be determined by dividing each 
airplane’s hours’ time in service by the oper¬ 
ator’s fleet average time from takeoff to land¬ 
ing for BAC 1—11 200 and 400 series air¬ 
planes. 

(l) Upon request of the operator, an FAA 
maintenance inspector, subject to prior ap¬ 
proval of the Chief, Aircraft Certification 
Staff, FAA Europe, Africa, and Middle East 
Region may adjust the repetitive Inspection 
intervals specified in paragraphs (a), (b), and 
(c) of this AD to permit compliance at an 
established inspection period of the operator 
if the request contains substantiating data 
to Justify the increase for that operator. 

This amendment becomes effective 
October 2,1970. 

(Secs. 313(a), 601, and 603. Federal Aviation 
*ct of 1658, 49 U.S.C. 1354(a), 1421, and 
1423, sec. 6(c), Department of Transporta¬ 
tion Act. 49 U.S.C. 1655(c)) 

Issued in Washington. D.C., on August 
20. 1970. 

Edward C. Hodson, 

Acting Director. 
Flight Standards Service. 

[F.R. Doc. 70-11546; Filed, Sept. 1. 1970; 

8:45 a.m.) 


Title 21—FOOD AND DRUGS 

Chapter I—Food and Drug Adminis¬ 
tration, Department of Health, 
Education, and Welfare 

SUBCHAPTER A—GENERAL 

PART 3—statements of general 
POLICY OR INTERPRETATION 

Labeling of Crabmeat; Revision 

In the Federal Register of April 12, 
1969 (34 F.R. 6441), a notice was pub¬ 
lished proposing a revision of the policy 
statement regarding the labeling of cer¬ 
tain crabmeats (§ 3.34) to extend its pro¬ 
visions to crabmeat preserved by freez¬ 
ing or other methods, as well as that 
preserved by canning, and to crabmeat of 
the species in question when produced 
domestically, as well as that imported, 
and to include crabmeat from 
Chionoecetes tanneri, C. bairdii, and C. 
angulatus with that from C. opilio under 
the common name of "Snow crabmeat." 
The notice provided for the filing of com¬ 
ments within 30 days after its publica¬ 
tion, and this was extended to June 11, 
1969, by a notice published May 27, 1969 
(34 F.R. 8205). 


RULES AND REGULATIONS 

A substantial number of comments 
were received in response. Many re¬ 
spondents objected to the name "Snow 
crabmeat" for crabmeat from crabs of 
the Chionoecetes species in question on 
the grounds that low quality crabmeat 
produced from C. opilio in the Orient, or 
from crabs other than the Chionoecetes 
species, had created consumer resistance 
to. and consequently marketing difficul¬ 
ties for, crabmeat under the name "Snow 
crabmeat"; many of those opposing this 
name advocated "Queen crabmeat" in¬ 
stead. One comment advocated the name 
"Queen crabmeat," but that it be per¬ 
mitted to be used only on domestically 
produced crabmeat. None of those op¬ 
posing the name "Snow crabmeat." or 
advocating the name "Queen crabmeat," 
denied that the name "Snow crabmeat" 
had been applied commonly to crabmeat 
from C. opilio for many years, or denied 
that "Queen crabmeat" was of recently 
coined origin. 

Some respondents commented that 
"Snow crabmeat" was already estab¬ 
lished by usage as the common name for 
crabmeat from C. opilio, that "Queen 
crabmeat" was recently coined and thus 
could not be the common name and was 
likely to be misleading by causing con¬ 
fusion with a different and more expen¬ 
sive article, king crabmeat. 

Most of the comments received agreed 
that crabmeat from the Chionoecetes 
species in question should have one com¬ 
mon name. Some stated that a substan¬ 
tial period of time would be needed for 
those marketing crabmeat to secure ap¬ 
propriate labeling or make other changes 
necessary to conform to the name finally 
adopted for crabmeat from the Chi¬ 
onoecetes species in question. 

A number of those responding re¬ 
quested a public hearing. No comments 
were received with respect to the label¬ 
ing of crabmeat other than that pro¬ 
duced from crabs of the Chionoecetes 
species in question. 

Although there is no statutory provi¬ 
sion for a formal hearing in this matter, 
the Commissioner of Food and Drugs 
concluded that an informal hearing 
should be held and by notice published 
April 1, 1970 (35 F.R. 5412), scheduled 
such hearing for April 24, 1970, on which 
date it was held. Fewer persons appeared 
at the hearing than had offered com¬ 
ments in response to the proposal of 
April 12, 1969. 

Comments were offered at the hearing 
both opposing the name "Snow crab¬ 
meat" and advocating the name "Queen 
crabmeat," and advocating the name 
"Snow crabmeat" and opposing the 
name "Queen crabmeat," on substan¬ 
tially the same grounds as given in the 
comments made in response to the pro¬ 
posed revision of § 3.34. Comment was 
also offered that the name "Queen crab- 
meat" would not cause confusion with 
"King crabmeat," on the basis that the 
latter’s higher price would alert con¬ 
sumers to the fact that "Queen crab¬ 
meat’" was a different article. 

One firm submitted for the hearing a 
letter of objection to the name "Snow 
crabmeat" on grounds that it would con¬ 


flict with, and infringe upon, the trade¬ 
mark "Snow’s" owned by that firm. 
Comments were made by some that a 
reasonable period of time would be 
needed by those who market crabmeat 
to secure appropriate labeling or make 
other necessary changes to conform to 
the name finally adopted for crabmeat 
from the Chionoecetes species in ques¬ 
tion. 

The Commissioner of Food and Drugs 
finds that: 

1. No evidence has been received con¬ 
troverting that the name "Snow crab¬ 
meat" has been used commonly for many 
years to designate crabmeat from Chi¬ 
onoecetes opilio, or that the crabs C. 
tanneri, C. barrdii, and C. angulatus, 
and the crabmeat therefrom, are for 
practical purposes indistinguishable 
from C. opilio. 

2. No evidence has been received con¬ 
troverting that "Queen crabmeat" is a 
recently coined name designed to lead 
consumers to believe that crabmeat 
under that name is a different article 
than that formerly purchased under the 
name "Snow crabmeat." 

3. Comments have been received that 
the name “Snow crabmeat" will lead 
consumers to believe that crabmeat so 
designated is of inferior quality, but 
quality is a function of the article itself 
and its preparation, and not of the name 
by which it is designated. 

4. There is no provision in the Federal 
Food, Drug, and Cosmetic Act by which 
a legally suitable food name can be con¬ 
fined to the domestically produced food 
and denied to the food if imported from 
other countries. 

5. The common or usual name of a 
food does not cease to be such merely 
because another, similar term has been 
trademarked. 

6. It is not possible for those who 
market crabmeat from the Chionoecetes 
species to have labels which comply with 
tills statement without a reasonable pe¬ 
riod of time allowed for securing such 
labels. A period of 180 days after date 
of publication of this document in the 
Federal Register is reasonable. 

Having considered the comments sub¬ 
mitted in response to the proposal, the 
comments and information presented at 
the informal hearing, and other relevant 
material, the Commissioner concludes 
that the proposed revision should be 
adopted as set forth below. Therefore, 
pursuant to provisions of the act (secs. 
403(b), (1) (1), 701(a), 52 Stat. 1047. 
1048. 1055; 21 U.S.C. 343(b), (i)(l>. 371 
(a)) and under authority delegated to 
the Commissioner (21 CFR 2.120), § 3.34 
is revised to read as follows; 

§ 3.34 Labeling of crabmeat. 

(a) For many years canned crabmeat 
has been imported into the United States 
from Japan. Such imports have con¬ 
sisted primarily of a product designated 
as "King crabmeat." There have been 
limited importations of articles desig¬ 
nated as "Korean crabmeat" and "Snow 
crabmeat." Two closely allied species of 
crab have been packed in Japan for ex¬ 
port to the United States under the des¬ 
ignation "King crabmeat." These species 
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are Paralithodes camtschatica (taraba- 
gani) and Paralithodes platypus (abura- 
gani). A third species of crab, Paralitli- 
odes brevipes, has been labeled either 
as “King crabmeat” or “Hanasaki crab- 
meat” when intended for export to the 
United States. The Food and Drug Ad¬ 
ministration considers the term “King 
crabmeat” as an acceptable common 
name for the product prepared from any 
one of the three species P. camtschatica, 
P. platypus , and P. brevipes. The Food 
and Drug Administration also considers 
the name “Hanasaki crabmeat” as an 
alternative common name for the prod¬ 
uct prepared from P. brevipes. 

<b) Prior to World War II, there was a 
limited pack of crabmeat from the 
species Erimacrus isenbeckii at canneries 
located on the coast of Korea, but only 
a small quantity of this product was 
imported into the United States. To dis¬ 
tinguish the product from the various 
species of Paralithodes and to connote its 
geographic origin, the article w r as desig¬ 
nated by the name “Korean crab.” In 
the past, there has been a certain 
amount of the species Erimacrus isen¬ 
beckii packed in Japan or on Japanese 
factory ships operating in the Bering 
Sea. This species of crab is generally 
known in Japan as “Kegani.” This prod¬ 
uct, packed in Japan, when offered for 
entry into the United States has been 
designated by a variety of names includ¬ 
ing “Korean crabmeat,” “Snow crab¬ 
meat,” “Eliza crabmeat,” “Kegani crab¬ 
meat,” and “Zuwai crabmeat,” with re¬ 
sulting confusion to importers and con¬ 
sumers. The term “Korean crab” is no 
longer applicable to the product as an 
indication of its geographic origin. The 
long absence of the product from the do¬ 
mestic market, until its subsequent rein¬ 
troduction under a variety of names, has 
largely eliminated consumer recognition 
of the identity of the product under the 
name “Korean crabmeat.” The Food and 
Drug Administration therefore considers 
the designation “Korean variety crab¬ 
meat” or, alternatively, “Kegani crab¬ 
meat” as suitable common names for the 
product packed from the species Erimac¬ 
rus isenbeckii. 

(c) There has also been a limited pack 
of Chionoecetes opilio (zuwai-gani) of¬ 
fered for entry into the United States 
from the Orient and from Canada, and 
a limited pack of this species produced 
in the United States. This product has 
for many years been designated by the 
name “Snow crabmeat.” Three other 
Chionoecetes species, C. tanneri , C. 
bairdii, and C. angulatus, produce crab¬ 
meat similar to that of C. opilio, and 
the four Chionoecetes species at times 
may be taken and processed into crab¬ 
meat together. The Food and Drug Ad¬ 
ministration regards the designation 
“Snow crabmeat” as the common or 
usual name for crabmeat from any of 
these four species when distributed in 
the United States. 


(d) Section 403(i)(l) of the Federal 
Food, Drug, and Cosmetic Act requires 
that the label of a food for which there 
is no definition and standard of identity 
shall bear the corpmon or usual name of 
the food, if any there be. No definition 
and standard of identity has been estab¬ 
lished for crabmeat under the act. The 
Food and Drug Administration regards 
the label designations for crabmeat pre¬ 
pared from the various species of crab as 
stated in paragraphs (a), (b) f and (c) 
of this section, whether canned, frozen, 
or otherwise, and whether imported into 
or produced in this country, as satis¬ 
factory compliance with section 403(i) 
(1) of the act. For convenient reference, 
the scientific name of the crabs in ques¬ 
tion and the acceptable common name of 
the crabmeat produced from each are 
listed below. 

Scientific name of 
crab 

Paralithodes cam¬ 
tschatica and Para¬ 
lithodes platypus. 

Paralithodes brevipes _ 


Erimacrus isenbeckii . 


Chionoecetes opilio, 

Chionoecetes tan¬ 
neri, Chionoecetes 
bairdii, and Chiono- 
ecetes angulatus. 

(e) The Food and Drug Administra¬ 
tion will not institute regulatory action 
against crabmeat produced from the 
species Chionoecetes opilio, C. tanneri, C. 
bairdii, and C. angulatus solely for failure 
to comply with the provisions of this 
§ 3.34 only by reason of being designated 
as, or sold under the name of, “Queen 
crabmeat” instead of “Snow crabmeat” 
when the introduction into or delivery for 
introduction into interstate commerce, 
or the offering for importation, occurs 
less than 180 days following the date of 
publication of this section in the Federal 
Register. 

(Secs. 403(b), (1) (1). 701(a), 52 Stat. 1047, 
1048, 1055; 21 U.S.C. 343 (b), (1) (1), 371(a)) 

Dated: August 27, 1970. 

Sam D. Fine, 
Associate Commissioner 
for Compliance . 

[F.R. Doc. 70-11550; Filed, Sept. 1, 1970; 

8:46 a.m.J 


SUBCHAPTER C—DRUGS 

PART 141—tests and methods of 
ASSAY OF ANTIBIOTIC AND ANTI¬ 
BIOTIC-CONTAINING DRUGS 

Test for Particulate Contamination in 
Ophthalmic Ointments 


Common name of 
crabmeat 

King crabmeat. 

King crabmeat or 
Hanasaki crab¬ 
meat. 

Korean variety 
crabmeat or 
Kegani crabmeat. 

Snow crabmeat. 


drug regulations to formalize the already 
applied specification for certifiable anti¬ 
biotic ophthalmic ointments. A limit of 
50 particles exceeding 50 microns in any 
single dimension per 10 tubes of oint¬ 
ment is prescribed. 

Accordingly, pursuant to provisions of 
the Federal Food, Drug, and Cosmetic 
Act (sec. 507, 59 Stat. 463, as amended; 
21 U.S.C. 357) and under authority dele¬ 
gated to the Commissioner (21 CFR 
2.120), Part 141 is amended by adding a 
new section, as follows: 

§ 141.508 Test for particulate contam¬ 
ination in ophthalmic ointments. 

(a) Procedure. Extrude the contents 
of each of 10 tubes as completely as prac¬ 
ticable into separate, clear, glass Petri 
dishes (60 millimeters in diameter), 
cover the dishes, and heat to 80 Q C. to 
85° C. for at least 2 hours or until the 
ointment has melted completely and 
evenly in the dishes. A higher tempera¬ 
ture of 100* C.±2“ C. may be used if 
necessary to allow adequate settling of 
particles. Allow the ointment to cool to 
room temperature without agitation. In¬ 
vert each Petri dish on the stage of a 
suitable microscope adjusted to furnish 
30 times (30X) magnification and 
equipped with an eye-piece micrometer 
disc which has been calibrated at the 
magnification being used. In addition to 
the usual source of light, direct an illumi¬ 
nator from above the ointment at a 45° 
angle. Examine the entire bottom of the 
Petri dish for particles, recording the 
total number exceeding 50 microns in 
any single dimension. 

(b) Evaluation. The batch Ls accept¬ 
able IT (1) a total of not more than 50 
such particles is found in 10 tubes; and 
(2) not more than one tube is found to 
contain more than eight such particles. 
If the batch fails the above test, repeat 
the test on 2C additional tubes of oint¬ 
ment. The total number of particles 
exceeding 50 microns in any single 
dimension from the 30 tubes tested shall 
not exceed 150. with not more than three 
tubes containing more than eight such 
particles. 

Notice and public procedure and de¬ 
layed effective date are not prerequisites 
to promulgation of this regulation be¬ 
cause the specifications set forth have 
been applied and adopted by manufac¬ 
turers of the subject products since 1965. 

Effective date. This order shall be 
effective upon publication in the Federal 
Register. 

(Sec. 507, 59 Stat. 463, as amended; 21 U.S.O, 
357) 

Dated: August 21, 1970. 

Sam D. Fine, 
Associate Commissioner 
for Compliance. 


The following test for particulate con¬ 
tamination is added to the antibiotic 


(F.R. Doc. 70-11543; Filed, Sept. 1, 1970; 
8:45 ajn.J 
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Title 24—HOUSING AND HOUSING CREDIT 

Chapter VII—Federal Insurance Administration, Department of Housing and Urban Development 

SUBCHAPTER B—NATIONAL FLOOD INSURANCE PROGRAM 

PART 1914—AREAS ELIGIBLE FOR THE SALE OF INSURANCE 
List of Designated Areas 

Section 1914.4 is amended by adding in alphabetical sequence a new entry to the table, which entry reads as follows: 


§ 1914.4 

• 

List of designated areas. 

• 

# 

m 

• 

a 

• 







Effective date 

State 

County Location 

Map No. 

8tate innp repository 


Local map repository 

of authorization 
of sale of flood 
insurance for area 


California_Del Norte.. 


Do. 

Do- 

Louisiana...... 


Low or Klaminath 
River Water¬ 
shed, Zone 4. 


Los Angeles-Arcadia. 

Monterey..King City- 

. Cameron (Parish). 


Minnesota.. 


Wilkin.Breckenridge.. 


New Jersey. 


Pompton Lakes. 


Bouth 

Carolina. 


Charleston.___ Isle of Palms. 


Texas 


Dallas...Unincorporated 

areas. 


Do..Karnes___Kenedy. 


E 06 018 0000 01.. Department of Water Resources, Box Del Norte Countv Flood Control 8ept. 4,1070. 
338, Sacramento, Calif. 08802. District. Courthouse, Crescent 

Californio Insurance Department, 107 City, Calif. 98531. 

South Broadway, Los Angelos, 

Calif. 00012, and 1407 Market 8t., 

8an Francisco, Calif. 94103. _ 

E 06 037 0120 01 .do.Office of the City Clerk, City Hall, 

through Post Office Box 60, Arcadia, Calll. 

E 00 037 0120 04 01006. 

K 06 063 1760 01...do.City Hall, City of King, 212 South 

E 06 053 1760 02 vanderhurst, King City, Calif. 

93930. 

. E 22 023 0000 0L. Louisiana Department of Public Office of the Parish Treasurer, Police 
Works, Baton Rouge, La. 70804. Jury Annex, Cameron, La. 70631. 

Commissioner oi Insurance, State of 
Louisiana. Box 44214, Capitol Sta¬ 
tion, Baton Rouge, La. 70804. „ _ 

. E 27 167 0790 01.. Department of Conservation. Dlvt- Office of the City Clerk, City of 
slou of Soils, Waters, and Minerals, Brockenridge, City Hall, Breeken- 
Room 345, Centennial Bldg., 8t. ridge, Minn. 56520. 

Paul, Minn. 65101. 

Commissioner of Insurance, State 
Office Bldg., R 210, St. Paul, Minn. 

65101. 

. I 34 031 2670 02... Department of Environmental Pro- Municipal Bldg., Borough of Pompton 
tec lion. Division of Water Policy Lakes, 25 Lenox Ave. t Pompton 
and Supply, Post Office Box 1390, Lakes. N.J. 08260. 

Trenton, N.J. 08625. 

Department of Banking and Insur¬ 
ance, State House Annex, Trenton, 

N.J. 08625. 

. E 45 019 1225 0L. South Carolina Water Resources City Hull, City of Isle of Palms, 1301 
Planning and Coordinating Com- Palm Blvd., Isle of Palms, S.C. 

E 45 019 1225 02 mittee, 1411 Barnwell St., Columbia, 2945L 
S.C. 29201. 

South Carolina Insurance Depart¬ 
ment. Federal Land Bank Bldg., 

1401 Hampton St., Columbia, 8.C. 

29201. 

E 48 113 0000 01.. Texas Water Development Board, 301 County Department of Public Works, 

West Secoud St., Austin. Tox. 412 Records Bldg., Dallas, Tex. 

7871L 75202. 

State Board of Insurance, 11th and 
San Jucinto, Austin, Tex. 78701. 

E 48 255 3630 01_do ___City Hull, 222 TUden St.. Kenedy, 

Tox. 7811ft. 


DO. 


Do; 


Do. 


Do. 


Do. 


Do. 


Do. 


Do. 


(National Flood Insurance Act of 1968 (title XIII of the Housing and Urban Development Act of 1968), effective Jan. 28. 1969 (33 FM. 
17804 Nov 28. 1968), as amended (sees. 408-410, Public Law 91-152, Dec. 24, 1969), 42 U.S.C. 4001-4127; Secretary’s delegation ot 
authority to Federal Insurance Administrator, 34 F.R. 2680, Feb. 27, 1969; and designation of Acting Federal Insurance Administrator 
effective July 22, 1970, 35 F.R. 12360, Aug. 1, 1970) 


Issued: September 1, 1970. 


Richard W. Krimm, 

Acting Federal Insurance Administrator . 
IF.R. Doc. 70-11529; Filed, Sept. 1, 1970; 0:45 a.m.J 
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PART 1915—IDENTIFICATION OF FLOOD-PRONE AREAS 
List of Flood Hazard Areas 

Section 1915.3 is amended by adding In alphabetical sequence a new entry to the table, which entry reads as follows: 
§ 1915.3 Lis! of flood hazard areas. • 

• • * * • • • 


State County Location Map No. Slate map repository 


Effeetiv e date 
of Identification 
Local map repository of areas which 

have special 
flood luuards 


• • • 

California.., 


Del Norte.Lower Klamath II 06 015 0000 01 

Kiver Water¬ 
shed, Zone 4. 


. Department of Water Resources, Box 
338, Sacramento, Calif. 95802. 
California Insurance Department, 107 
South Broadway, Los Angeles, 
Calif. 90012, and 1407 Markot St., 
San Francisco, Calif. 94103. 


_do 


Do.Los Angeles.Arcadia.T 06 037 0120 01 

through 

T 00 037 0120 04 

Do.. Monterey_King City.. T 06 053 1700 01 

T 00 053 1700 02 

Louisiana.Cameron (Parish).II 22 023 0000 01.. Louisiana Department of Public 

Works, Baton Kongo, La. 70804. 

Commissioner of Insurance, State of 
Louisiana, Box 44214, Capitol 
Station, Baton Rouge, La. 70804. 

Minnesota_Wilkin.Breekenridgc.H 27 167 0790 01.. Department of Conservation, Divi¬ 

sion of Soils, Waters, and Minerals, 
Room 345. Centennial Bldg., St. 
Paul. Minn. 55101. 

Commissioner of Insurance, Slate 
Office Building, R 210, St. Paul, 
Minn. 55101. 

11 34 C29 K7C Cl., liininiit ol Fnvitcm vntal Tro¬ 
ll 34 C29 3270 12.. tecCcr. I iviflcn ol \Uter Policy 
end Supply. Poet Office Box 1390, 
Trenton. N.J. 08026. 

Department of Banking and Insur¬ 
ance, Stntc House Annex, Trenton, 
N.J. 08625. 

do.. 


Del Norte County Flood Control 
District, Courthouse, Crescent 
City, Calif. 95531. 


Office of the City Clerk, City null. 
Post Office Box CO, Arcadia, Calif. 
91006. 

City Hall, City of King, 212 South 
Vanderhuret, King City, Calif. 
93980. 

Office of the Parish Treasurer, Police 
Jury Annex, Cameron, La. 70631. 


• • • 

Sept. 1,1970. 


Do. 

Do. 

June 19, 1970. 


Office of the City Clerk, City of Sept. 1, 1970. 
Breckenridge, City Hall, Breckeu- 
ridge, Minn. 56520. 


New Jersey. 


Ocean...... Stafford Town¬ 

ship. 


Office of the Ttwmhp Clerk, 776 
Fist Bay Ave., Manahawkin, N.J. 
06060. 


Do.. 

Do.. 

Sooth Carolina.. 


Texas.... 

Do... 

Do... 

Virginia.. 


Passaic.Pompton Lakes... H 34 031 2670 02. 

Union.Cranford.H 34 039 0705 01 

Charleston_Isle of Palms.T 45 019 1225 01. 

T 45 919 1225 02. 


Dallas. Unincorporated T 48 113 0000 01. 

areas. 

Jefferson.Beaumont__IT 48 245 0490 01 

through 

H 48 245 0490 04 

Karnes.Kenedy.T 48 255 3630 01. 

Wise.Saint Paul.H 51 195 2160 01 


-do__ 


South Carolina Water Resources 
Planning and Coordinating Com¬ 
mittee, Mil Barnwell St., Columbia, 
S.C. 29201. 

South Carolina Insurance Depart¬ 
ment, Federal Land Bank Bldg., 
1401 Hampton 8t., Columbia, &.O. 
29201. 

Texas Water Development Board, 
301 West Second St., Austin, Tex. 
78711. 

State Board of Insurance, 11th and 
San Jacinto, Austin, Tex. 78701. 


Municipal Bldg, Borough of Pompton 
Lakes, 25 Lenox Ave., Pompton 
Lakes, N J. 0S2G0. 

Office of the Township Engineer, 
Cranford Municipal Bldg., 8 Spring- 
field Ave., Cranford, N.J. 07016. 

City Hall, City of Isle of Palms. 1301 
Palm Blvd., Isle of Palms, S.C. 
29461. 


County Department of Public Works, 
412 Records Bldg., Dallas, Tex. 
75202. 


Do. 

Do. 

June 16, 1970. 
Sept. 1,1970. 

Do. 


City Hall, 700 Pearl St., Boaumont, Juno 16,1970. 
Tex. 77704. 


__do.. 


..City nail, 222 Tiklcn St., Kenedy, Sept. 1, 1970. 

tfex. 78119. 

Division of Water Resources, Seventh Clerk’s Office, Town Hall, St. Paul, June 16. 1970. 
Floor. 911 East Broad St., Rich- Va. 24283. 
mond, Va. 23219. 

Virginia Insurance Department, 700 
Blanton Bldg., Richmond, Va. 


(National Flood Insurance Act of 1968 (title XIII of the Housing and Urban Development Act of 1968), effective Jan. 28, 1969 (33 F.R. 
17804, Nov. 28, 1968). as amended (secs. 408-410, Public Law 91-162, Dec. 24. 1969), 42 U.S.C. 4001-4127; Secretary’s delegation of 
authority to Federal Insurance Administrator, 34 F.R. 2680, Feb. 27. 1969; and designation of Acting Federal Insurance Administrator 
effective July 22, 1970, 36 F.R. 12360, Aug. 1, 1970) 

Issued: September 1, 1970. 

Richard W. Krimm, 

Acting Federal Insurance Administrator. 
[F.R. Doc. 70-11530; Filed, Sept. 1, 1970; 8:45 a.m.J 
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Title 29—LABOR 

Chapter V—Wage and Hour Division 

PART 520—EMPLOYMENT OF 
STUDENT-LEARNERS 

Temporary Certification by School 
Officials 

On June 30, 1970, there was published 
in the Federal Register a proposal to 
amend Part 520 of Title 29 of the Code 
of Federal Regulations to provide a sim¬ 
plified method of certification for the 
employment of student-learners at sub- 
minimum wages below those otherwise 
required under section 6 of the Fair La¬ 
bor Standards Act, under which sim¬ 
plified method the temporary authority 
provided by the certification by the ap¬ 
propriate school official under conditions 
set forth in the regulations would become 
the permanent special student-learner 
certificate unless the Administrator or 
his authorized representative denies the 
application or expressly extends the pe¬ 
riod of review. After consideration of all 
written matter presented in response to 
the proposal, the proposed changes are 
adopted, together with a clarification 
that the temporary authority may be 
superseded by a certificate with modified 
terms and conditions issued by the Ad¬ 
ministrator or his authorized represent¬ 
ative, and certain editorial changes, up¬ 
dating references to the Wage and Hour 
Division, etc. 

These amendments shall become effec¬ 
tive immediately. 

1. § 520.3 is amended to read as 
follows: 

§ 520.3 Application for a special student- 
lejirner certificate. 

(a) Whenever the employment of a 
student-learner at wages lower than the 
minimum wage applicable under section 
6 of the Fair Labor Standards Act of 
1938, as amended, is believed necessary 
to prevent curtailment of opportunities 
for employment, an application for a 
special certificate authorizing the em¬ 
ployment of such student-learner at 
subminimum wages shall be filed in 
duplicate by the employer with the au¬ 
thorized representative of the Admin¬ 
istrator at the appropriate Regional or 
Caribbean Office of the Wage and Hour 
Division, U.S. Department of Labor. 

(b) Application must be made on the 
official form furnished by the Division 
and must be signed by the employer, the 
appropriate school official and the stu¬ 
dent-learner. The application must con¬ 
tain all information required by such 
form, including among other tilings, a 
statement clearly outlining the voca¬ 
tional training program and showing, 
particularly, the processes in which the 
student-learner will be engaged when in 
training on the job; a statement clearly 
outlining the school instruction directly 
related to the job; the total number of 
workers employed in the establishment; 
the number and hourly wage rate of ex¬ 
perienced workers employed in the occu¬ 
pation in which the student-learner is to 
be trained; the hourly wage rate or pro¬ 


gressive w'age schedule which the em¬ 
ployer proposes to pay the student- 
learner; data regarding the age of the 
student-learner; the period of employ¬ 
ment training at subminimum wages: 
the number of hours of employment 
training a week; the number of hours of 
school instruction a week; and a certifi¬ 
cation by the appropriate school official 
that the student named therein will be 
receiving instruction in an accredited 
school, college or university and will be 
employed pursuant to a bona fide voca¬ 
tional training program, as defined in 

5 520.2(b). 

(c) The certification by the appropri¬ 
ate school official must satisfy the fol¬ 
lowing conditions: 

(1) The application must be properly 
executed in conformance with § 520.3. 

(2) The employment training must 
conform with the provisions of §5 520.5 

(a), (c), (d), and (g) and paragraphs 

(a) and (c) of § 520.6. 

(3) The occupation must not be one 
for which a student-learner application 
was previously submitted by the em¬ 
ployer and a special certificate was de¬ 
nied by the Administrator or his author¬ 
ized representative. 

2. § 520.4 is amended to read as 
follows: 

§ 320.1 Procedure for action upon ap¬ 
plication. 

(a) The certification by the appro¬ 
priate school official on an application 
for a special student-learner certificate 
authorizing the employment of a student- 
learner at subminimum wages (see 
§ 520.3(b)) shall constitute a temporary 
authorization for the employment of a 
student-learner at wages lower than the 
minimum wage applicable under section 

6 of the act, effective from the date such 
application is forwarded to the Division 
in conformance with § 520.3 and, at the 
end of 30 days, shall become the perma¬ 
nent special student-learner certificate 
unless, after review, the Administrator or 
his authorized representative denies the 
application, issues a certificate with 
modified terms and conditions, or ex¬ 
pressly extends the period of review. 

(b) Upon receipt of an application for 
the employment of a student-learner, 
the Administrator or his authorized 
representative shall review the applica¬ 
tion for compliance with this part. If an 
application is to be denied, notification 
of denial should be made to the appro¬ 
priate school official, the employer, and 
the student within the 30 days following 
the date such application was forwarded 
to the Division, unless additional time 
for review is considered necessary or ap¬ 
propriate, and in which case the appro¬ 
priate school official, the employer, and 
the student shall be so notified. To the 
extent feasible, the Administrator or his 
authorized representative shall provide 
an opportunity to other interested per¬ 
sons to present data and view's on the 
application before denying a special 
student-learner certificate. 

(c) Whenever a notification of denial 
is mailed to the employer, such denial 
shall be without prejudice to any subse¬ 
quent application, except under the cir¬ 


cumstances referred to in § 520.3(c)(3). 
Two copies of the notification of denial 
shall be mailed to the appropriate school 
official, one of which shall be retained 
for his records and the other shall be 
presented to the student-learner. 

3. In § 520.5 the heading is amended 
to read as follows: 

§ 520.5 Condition** necessary for fa>or- 
able review. 

* # * * • 

4. In § 520.6, paragraph (a) and sub- 
paragraph (c) (2) are deleted, and. as 
amended, § 520.6 reads as follows: 

§ 520.6 Terms and conditions of em¬ 
ployment under special student- 
learner certificates* 

(a) The special minimum wage rate 
shall be not less than 75 percent of the 
applicable minimum under section 6 of 
the act. 

(b) No special student-learner certifi¬ 
cate may be issued retroactively. 

(c) (1) The number of hours of em¬ 
ployment training each week at sub¬ 
minimum wages pursuant to a certifi¬ 
cate, when added to the hours of school 
instruction, shall not exceed 40 hours, 
except that authorization may be 
granted by the Administrator or his au¬ 
thorized representative for a greater 
number of hours if found to be justified 
by extraordinary circumstances. 

(2) When school is not in session on 
any school day, the student-learner may 
work a number of hours in addition to 
the weekly hours of employment train¬ 
ing authorized by the certificate: Pro¬ 
vided, however. That the total hours 
worked shall not exceed 8 hours on any 
such day. A notation shall be made in 
the employer’s records to the effect that 
school not being in session was the 
reason additional hours were worked on 
such day. 

(3) During the school term, when 
school is not in session for the entire 
week, the student-learner may work at 
his employment training a number of 
hours in the week in addition to those 
authorized by the certificate: Provided, 
however , That the total hours shall not 
exceed 40 hours in any such week. A 
notation shall be made in the employer’s 
records to the effect that school not 
being in session was the reason addi¬ 
tional hours were worked in such w T eek. 

Cd) A special student-learner certifi¬ 
cate shall not constitute authorization 
to pay a subminimum wage rate to a 
student-learner in any week in which he 
is employed for a number of hours in 
addition to the number authorized in 
the certificate, except as provided in 
paragraphs (c), (1), (2), and (3) of this 
section. 

5. In § 520.7 paragraphs (b) and <c> 
are amended to read as follows: 

§ 520.7 Employment records to be kepi. 
• * * • • 

(b) The employer’s copy of the appli¬ 
cation, filed in accordance with § 520.4 
(a) and any certificate issued by the 
Administrator or his authorized repre¬ 
sentative must be available at all times 
for inspection for a period of 3 years 
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from the last date of employment of the 
student-learner. 

<c) Notations should be made in the 
employer’s records when additional hours 
are worked by reason of school not being 
in session as provided in §5 520.6(c) 
*2> and (3). 

6. § 520.8 is amended to read as 

follows: 

§ 520.8 Duration of certificates. 

A special student-learner certificate 
shall be effective for a period not to ex¬ 
ceed the length of 1 school year unless 
a longer period is found to be justified 
by extraordinary circumstances. No cer¬ 
tificate shall authorize employment 
training beyond the date of graduation. 

7. § 520.9 is amended to read as fol¬ 
lows: 

§ 520.9 Compliance with established 
standards. 

No provision of the regulations con¬ 
tained in this part, or of any certificate 
or temporary authority thereunder, shall 
excuse noncompliance with higher 
standards applicable to student-learners 
which may be established under any 
other Federal law, or any State law, 
municipal ordinance or trade union 
agreement. 

(Sec. 14, 52 Stat. 1068, as amended; 29 U.S.C. 

214) 

Signed at Washington, D.C., this 24th 
day of August 1970. 

Robert D. Moran, 
Administrator , 
Wage and Hour Division. 

(P.R. Doc. 70-11578; Filed, Sept. 1, 1970; 
8:48 a.m.| 

Title 41—PUBLIC CONTRACTS 
AND PROPERTY MANAGEMENT 

Chapter 5A—Federal Supply Service, 
General Services Administration 

PART 5A-7—CONTRACT CLAUSES 

Subpart 5A-7.1—Fixed-Price Supply 
Contracts 

Variation in Quantity Clause 

Paragraphs (b), (c), and (d) of § 5A- 
7.101-4 are revised to read as follows: 

§ 5 A- 7 . 101—4 Variation in quantity. 

* * * • • 

<b) The Variation in Quantity clause 
set forth in paragraph (a) of this section 
is included in GSA Form 1424, GSA Sup¬ 
plemental Provisions, solely for the pur¬ 
pose of administrative convenience in 
avoiding the need to amend contracts or 
purchase orders when an overshipment 
or an under-shipment within prescribed 
limits is determined to be acceptable. 
This standard clause is in no way in¬ 
tended to establish a general policy with 
respect to the extent to which FSS or the 
agencies it serves will accept variations 
in quantity. If experience indicates that 
a different variation percentage should 
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be used in a particular procurement or 
class of procurements, due to the par¬ 
ticular industry practices involved, the 
contracting officer may determine that a 
variation percentage, other than the 3 
percent normally called for in .he Varia¬ 
tion in Quantity clause, shall be used. In 
this regard, based on Central Office 
studies, it has been determined that (l)a 
5 percent variation shall be specified 
when procuring printing stationery pa¬ 
per, (2) a 10 percent variation shall be 
specified when procuring aluminum foil 
items, and (3) a 10 percent variation 
shall be specified when purchasing spe¬ 
cial paint when the purchase is for 500 
gallons or less, particularly if it is of an 
unusual type or color or a specialty item 
(e.g., gray or olive drab baking enamel for 
metal equipment). 

<c) When other than a 3 percent varia¬ 
tion is to be specified, the following clause 
shall be used: 

Variation in Quantity 
(Enter Item Description) 

Article 4. Variation in Quantity, of GSA 
Form 1424, GSA Supplemental Provisions, is 
hereby deleted in its entirety and the fol¬ 
lowing substituted: A variation in quantity 
when caused by the conditions specified in 
Article 4 of Standard Form 32 will be ac¬ 
cepted, provided that such variation Is not 

in excess of_percent 1 of the quantity 

ordered. 

(d) When no variation in quantity is 
to be permitted, the following clause 
shall be used: 

Variation in Quantity 

Article 4, Variation in Quantity, of GSA 
Form 1424, GSA Supplemental Provisions, is 
hereby deleted and no variation in quantity 
shall be permitted in deliveries under this 
contract. 

(Sec. 205(c). 63 Stat. 390; 40 U.S.C. 486(c); 
41 CFR 5-1.101 (c)) 

Effective date. This amendment is ef¬ 
fective 30 days following the date of pub¬ 
lication in the Federal Register. 

Dated: August 24,1970. 

H. A. Abersfeller, 

Commissioner, Federal Supply Service. 

IF.R. Doc. 70-11541; Filed, Sept. 1, 1970; 

8:45 a.m.] 


Title 45—PUBUC WELFARE 

Chapter I—Office of Education, De¬ 
partment of Health, Education, and 
Welfare 

PART 121—GRANTS TO STATES FOR 
THE EDUCATION OF HANDICAPPED 
CHILDREN 

Miscellaneous Amendments 

In fiscal year 1971 the State-admin¬ 
istered program currently being con¬ 
ducted under Title VI, Part A. of the 
Elementary and Secondary Education 
Act of 1965 will be continued in essential 


1 Enter appropriate percentage. 
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respects under Part B of the recently 
amended Education of the Handicapped 
Act (Title VI of Public Law 91-230). The 
regulations in this Part 121 that were 
developed for administration of the pro¬ 
gram under title VI, Part A, of the Ele¬ 
mentary and Secondary Education Act 
of 1965 will continue to govern the pro¬ 
gram to be carried out under the new 
Part B of the Education of the Handi¬ 
capped Act, except that foi the purpose 
of this new program, the following 
amendments will be applicable: 

1. The Table of Contents is amended 
by adding the following to Subpart B 
thereof: 

Sec. 

121.12 Coordination by special education 

personnel. 

121.13 Publication and opportunity for 

comment. 

2. The phrase “Title VI,” wherever it 
occurs in Part 121, is amended to read 
“Part B ” 

3. Section 121.1(b) is amended to read 
as follows: 

§ 121.1 Definition*. 

* • • » # 

(b) “Act” means the Education of the 
Handicapped Act (Title VI of Public Law 
91-230). 

* • * * • 

4. Section 121.4(a) is amended to read 
as follows: 

§ 121.4 Need* of handicapped children. 

(a) Each State plan shall set forth 
such policies and procedures as will pro¬ 
vide satisfactory assurance that funds 
paid to the State under this part will be 
expended either directly or through in¬ 
dividual, or combinations of, local edu¬ 
cational agencies, solely to initiate, ex¬ 
pand, or improve programs and projects, 
including preschool programs and proj¬ 
ects, (1) which are designed to meet the 
special educational and related needs of 
handicapped children throughout the 
State, and (2) which are of sufficient 
size, scope, and quality (taking into con¬ 
sideration the special educational needs 
of such children) as to give reasonable 
promise of substantial progress toward 
meeting those needs. 

(20 U.S.C. 874) 

§ 121.6 [Amended] 

5. Section 121.6(a) is revoked and 
§ 121.6(b) is renumbered § 121.6. 

5. A new section, § 121.12, is added to 
Subpart B of Part 121 as follows: 

§ 121.12 Coordination by special educa¬ 
tion personnel. 

The State plan shall contain a state¬ 
ment of policies and procedures designed 
to insure that all education programs for 
the handicapped in the State will be 
properly coordinated by the persons in 
charge of special education programs for 
handicapped children in the State edu¬ 
cational agency. 

(Sec. 613(a) (11) of Public Law 91-230) 

6. A new section, § 121.13, is added to 
Subpart B of Part 121 as follows: 
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§ 121.13 Publication and opportunity for 
comment. 

(a) Each State plan, prior to its sub¬ 
mission by the State educational agency 
to the Commissioner, shall be made pub¬ 
lic as a separate document by the State 
educational agency, and a reasonable op¬ 
portunity shall be given by that agency 
for comment thereon by interested 
persons. 

(b) Each State plan as finally ap¬ 
proved by the Commissioner shall also 
be made public by the State educational 
agency. 

(c) Each State plan, upon submission 
to the Commissioner by the State edu¬ 
cational agency, shall be accompanied 


by a statement describing the method 
by which, and the extend to which, the 
plan has been and, when approved, will 
be made public. 

(d) “Interested persons,” for purposes 
of paragraph (a) of this section, includes 
not only public officials, public employees, 
or other persons involved in the educa¬ 
tion of handicapped children, but also 
persons who are themselves handicapped 
or the parents of handicapped children. 
(Sec. 613(c) (1) of Public Law 91-230) 

§ 121.21 [Amended] 

7. Section 121.21 is amended by chang¬ 
ing “$75,000” to “$100,000,” by changing 


“$25,000” to “$35,000,” and by changing 
”603“ to “612.” 

Effective date. The amendments here¬ 
by made to Part 121 will not become ef¬ 
fective before 30 days after publication 
in the Federal Register. 

Dated: July 20,1970. 

T. H. Bell, 

Acting U.S. Commissioner 
of Education. 

Approved: August 27,1970. 

John G. Veneman. 

Acting Secretary of Health , 
Education , and Welfare. 

IPJt. Doc. 70-11556; Piled, Sept. 1, 1970; 

8:46 a.m.J 
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DEPARTMENT OF THE INTERIOR 

Bureau of Land Management 
[43 CFR Part 1850 1 

CONTEST AND PROTEST 
PROCEEDINGS 

Notice of Proposed Rule Making 

Notice is hereby given that it is pro¬ 
posed to amend Subpart 1852 as set forth 
below. These amendments would relieve 
the United States of certain procedural 
requirements in Government contest pro¬ 
ceedings. The proposed revisions would 
eliminate the requirement for furnishing 
the age of each heir of deceased entry- 
men in the complaint, clarify the effect 
of an answer by a contestee before dis¬ 
missal, and provide specifically in Gov¬ 
ernment contests for summary dismissal 
of contest complaints only as to any con- 
testees not served. 

It is the policy of this Department, 
whenever practicable, to afford the pub¬ 
lic an opportunity to participate in the 
rule making process. Accordingly, inter¬ 
ested parties may submit written com¬ 
ments, suggestions, or objections to the 
proposed rules to the Bureau of Land 
Management (210), Washington. D.C. 
20240, within 30 days of the date of pub¬ 
lication of this notice in the Federal 
Register. 

1. In paragraph (a)(1) of § 1852.1-4, 
delete the words “including the age of 
each heir of any deceased entryman," so 
§ 1852.1-4(a) (1) will read as follows: 

§ 1852.1—4 Complaint*. 

***** 

(a) • * • 

(1) The name and address of each 
party interested. 

* * * * • 

2. In paragraph (a) of $ 1852.1-5, add 
the words “as to such answering con¬ 
testee” to the last sentence so that sen¬ 
tence will read as follows: 

§ 1852.1—5 Service. 

• * * ♦ • 

(a) Summary dismissal; waiver of de¬ 
fect in service. If a complaint when filed 
does not meet all the requirements of 
§ 1852.1-4 (a) and (c), or if the com¬ 
plaint is not served upon each contestee 
as required by this section, the complaint 
will be summarily dismissed by the man¬ 
ager and no answer need be filed. How¬ 
ever, where prior to the summary 
dismissal of a complaint a contestee an¬ 
swers without questioning the service or 
proof of service of the complaint, any 
defect in service will be deemed waived 
as to such answering contestee. 

• • • * 

3. in § 1852.2-2, renumber the present 
Paragraphs (b) through (i) to read (c) 


through (j) respectively, and add a new 
paragraph (b) to read as follows: 

§ 1852.2—2 Proceedings in Government 
contests. 

***** 

(b) A Government contest complaint 
will not be insufficient and subject to 
dismissal for failure to name all parties 
interested, or for failure to serve every 
party who has been named. 

* « • • • 

Fred J. Russell, 
Acting Secretary of the Interior . 

August 26, 1970. 

|F.R. Doc. 70-11545; Filed, Sept. 1. 1970; 
8:45 a.m.] 


DEPARTMENT OF AGRICULTURE 

Consumer and Marketing Service 
[ 7 CFR Part 906 1 

ORANGES AND GRAPEFRUIT GROWN 
IN LOWER RIO GRANDE VALLEY IN 
TEXAS 

Notice of Proposed Rule Making With 
Respect to Expenses and Fixing of 
Rate of Assessment for the 1970-71 
Fiscal Period 

Consideration is being given to the 
following proposals submitted by the 
Texas Valley Citrus Committee, estab¬ 
lished pursuant to the marketing agree¬ 
ment, as amended, and Order No. 906, 
as amended (7 CFR Part 906), regulat¬ 
ing the handling of oranges and grape¬ 
fruit grown in Lower Rio Grande Valley 
in Texas, effective under the Agricul¬ 
tural Marketing Agreement Act of 1937, 
as amended (7 U.S.C. 601-674), as the 
agency to administer the terms and pro¬ 
visions thereof: 

(1) That expenses that are reasonable 
and likely to be incurred by the Texas 
Valley Citrus Committee, during the pe¬ 
riod August 1, 1970, through July 31, 
1971, will amount to $660,000. 

(2) That there be fixed at $0,045 per 
seven-tenths bushel carton or equivalent 
quantity of oranges and grapefruit, the 
rate of assessment payable by each 
handler in accordance with § 906.34 of 
the aforesaid marketing agreement and 
order. 

All persons who desire to submit writ¬ 
ten data, views, or arguments in connec¬ 
tion with aforesaid proposals shall file 
the same, in quadruplicate, with the 
Hearing Clerk, United States Department 
of Agriculture, Room 112A, Administra¬ 
tion Building, Washington. D.C. 20250, 
not later than the 10th day after the 
publication of this notice in the Federal 
Register. All written submissions made 
pursuant to this notice will be made 


available for public Inspection at the of¬ 
fice of the Hearing Clerk during regular 
business hours (7 CFR 1.27(b)). 

Dated: August 27, 1970. 

Paul A. Nicholson, 
Acting Director , Fruit and 
Vegetable Division , Consumer 
and Marketing Service. 

[F.R. Doc. 70-11563; Filed, Sept. 1, 1970; 
8:47 a.m ] 

DEPARTMENT OF HEALTH, 
EDUCATION, AND WELFARE 

Food and Drug Administration 
[ 21 CFR Part 3 1 

LABELING OF MOUTHWASH, MOUTH 
FRESHENER, AND GARGLE PREP¬ 
ARATIONS 

Extension of Time for Filing Comments 
on Proposed Statement of Policy 

The notice published in the Federal 
Register of August 4, 1970 (35 Fit. 
12411), proposing a statement of policy 
on labeling of mouthwashes, mouth 
fresheners, gargles, and similar prepara¬ 
tions, provided for the filing of com¬ 
ments within 30 days after said date. 

The Commissioner of Food and Drugs 
has received a request to extend such 
time and, good reason therefor appear¬ 
ing, the time for filing comments on the 
subject proposal is hereby extended to 
November 2, 1970. 

This action is taken pursuant to pro¬ 
visions of the Federal Food, Drug, and 
Cosmetic Act (secs. 502(a), (f), 505, 701 
(a), 52 Stat. 1050. 1051. 1052, as 

amended, 1055: 21 U.S.C. 352(a), (f), 
355, 371(a)) and under authority dele¬ 
gated to the Commissioner (21 CFR 
2 . 120 ). 

Dated: August 27, 1970. 

Sam D. Fine, 
Associate Commissioner 
for Compliance. 

|F.R, Doc. 70-11558; Filed. Sept. 1. 1970; 
8:46 a.m.] 


I 21 CFR Part 191 ] 

CHARCOAL BRIQUETTES AND OTHER 
FORMS OF CHARCOAL 

Proposed Declaration as Hazardous 
Substances That Require Special 
Labeling 

Carbon monoxide, a toxic gas, is color¬ 
less, odorless, and tasteless and gives no 
warning when being inhaled. Charcoal 
not only generates carbon monoxide 
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when burned,' but also consumes avail¬ 
able oxygen when burned in enclosed or 
confined areas. 

Through investigations by the Pood 
and Drug Administration, from review 
of death certificates, and from other 
available information, the Commissioner 
of Food and Drugs has learned that at 
least 31 fatalities have occurred in the 
United States in recent years (including 
at least 18 in the last 3J6 years) because 
individuals have used charcoal for cook¬ 
ing or heating purposes indoors or in 
tents, trailers, automobiles, boats, and 
similar areas. The Commissioner finds 
that charcoal briquettes and other forms 
of charcoal when burned (1) create an 
atmosphere that is toxic by inhalation 
and (2) have the capacity to produce 
personal injury and death to man 
through reasonably foreseeable handling 
or use. The Commissioner also finds that 
individuals would be unlikely to burn 
charcoal in confined spaces if they knew 
that it could cause death. Accordingly, 
the Commissioner concludes that char¬ 
coal briquettes and other forms of char¬ 
coal should be declared to be hazardous 
substances and required to bear a con¬ 
spicuous statement warning of this haz¬ 
ard as proposed below. 

Therefore, pursuant to provisions of 
the Federal Hazardous Substances Act 
(sec. 3 (a), (b), 74 Stat. 374-75. as 
amended; 15 U.S.C. 1262) and the Fed¬ 
eral Food, Drug, and Cosmetic Act (sec. 
701, 52 Stat. 1055, as amended; 21 U.S.C. 
371) and under authority delegated to 
him (21 CFR 2.120), the Commissioner 
proposes that Part 191 be amended by 
adding a new § 191.5 and by adding to 
§ 191.7(b) a new subparagraph (6), as 
follows: 

§ 191.5 Products declared to be hazard¬ 
ous substances under section 3(a) of 
the act. 

(a) The Commissioner finds that the 
following articles are hazardous sub¬ 
stances within the meaning of the act 
because they are capable of causing sub¬ 
stantial personal injury or substantial 
illness during or as a proximate result of 
any customary or reasonably foreseeable 
handling or use: 

(1) Charcoal briquettes and other 
forms of charcoal. 

§ 191.7 Products requiring special la¬ 
beling under section 3(b) of the art. 

• ♦ * * * 

(b) ♦ • • 

(6) Charcoal briquettes and other 
forms of charcoal. 

(i) Because inhalation of the carbon 
monoxide produced by burning charcoal 
indoors or in confined areas may cause 
serious brain damage or death, contain¬ 
ers of such products shall bear the 
following statement: 


Warning: May Cause Death If Used 
Indoors or in Confined Areas Due to 
Formation of Carbon Monoxide. 


(ii) For bags of charcoal the state¬ 
ment specified in subdivision (i) of this 
subparagraph shall appear within a 
heavy borderline in sharply contrasting 
colors on both front and back panels of 


the bag at least 2 inches from the top 
seam, and above any other printed or 
graphic matter, in type size as follows: 
Bags containing up to 5 pounds of char¬ 
coal—one-eighth inch in height; bags 
containing 5 to 10 pounds of charcoal— 
three-sixteenth inch in height; bags con¬ 
taining more than 10 pounds of 
charcoal—one-fourth inch in height. 

(iii) For containers other than bags 
the statement specified in subdivision 

(i) of this subparagraph shall be in con¬ 
formance with § 191.101 and shall be 
printed within a borderline. 

Interested persons may, within 30 days 
after publication hereof in the Federal 
Register, file with the Hearing Clerk, 
Department of Health. Education, and 
Welfare, Room 6-62, 5600 Fishers Lane, 
Rockville, Md. 20852, written comments 
(preferably in quintuplicate) regarding 
this proposal. Comments may be ac¬ 
companied by a memorandum or brief in 
support thereof. 

Dated: August 25,1970. 

Sam D. Fine, 
Associate Commissioner 
for Compliance . 

IF.R. Doc. 70-11551; Filed. Sept. 1, 1970; 

8:46 ajn.J 


Social Security Administration 
[ 20 CFR Part 405 1 

FEDERAL HEALTH INSURANCE FOR 
THE AGED 

Fire and Safety Requirements for Ex¬ 
tended Care Facilities and for Hos¬ 
pitals Not Accredited by Joint 
Commission on Accreditation of 
Hospitals or American Osteopathic 
Association 

Notice is hereby given, pursuant to the 
Administrative Procedure Act (5 U.S.C. 
552 et teq.) that the regulations set forth 
in tentative form are proposed by the 
Commissioner of Social Security, with 
the approval of the Secretary of Health, 
Education, and Welfare. The proposed 
regulations would provide that in order 
for extended care facilities and hospitals 
not accredited by the Joint Commission 
on Accreditation of Hospitals or the 
American Osteopathic Association to 
qualify for participation under the Medi¬ 
care program, (1) the standards in the 
National Fire Protection Association’s 
Life Safety Code shall be complied with; 
(2) carpeting, carpet assemblies, and 
other floor coverings installed in inpa¬ 
tient care areas shall have a flame spread 
rating of not more than 75, when tested 
in accordance with the “Steiner Tunnel 
Test” prescribed by the American Society 
for Testing and Materials (ASTM-E84- 
68—Surface Burning Characteristics of 
Building Materials), or a flame propaga¬ 
tion index of less than 4.0 when tested in 
accordance with the “Underwriters’ Lab¬ 
oratories Chamber Test” (UL 992— 
Chamber Test Method for the Flame 
Propagation Classification of Flooring 
and Floor Covering Materials), or in 
other than inpatient areas a flame spread 


rating that meets the standards under 
the Flammable Fabrics Act (DOC ff 
1-70 and DOC FF 2-70), provided that 
these areas are separated from inpatient 
care areas; and (3) specific safety pre¬ 
cautions shall be taken in the handling 
and storage of oxygen. The prdposed 
regulations also make changes of an edi¬ 
torial nature. 

Prior to the final adoption of the pro¬ 
posed regulations, consideration will be 
given to any data, comments, or argu¬ 
ments pertaining thereto which are sub¬ 
mitted in writing in duplicate to the 
Commissioner of Social Security, De¬ 
partment cf Health, Education, and 
Welfare Building. Fourth and Inde¬ 
pendence Avenue SW, Washington, D C. 
20201, within a period of 30 days from the 
date of publication of this notice in the 
Federal Register. 

The proposed regulations are to be is¬ 
sued under the authority contained in 
sections 1102, 1842. 1862, 1870, 1871. 49 
Stat. 647, as amended. 79 Stat. 309, 79 
Stat. 325, 79 Stat. 331, 81 Stat. 846-847; 
42 U.S.C. 1302, 1395 et seq. 

Dated: August 12,1970. 

Robert M. Ball, 

Commissioner of Social Security. 

Approved: August 26,1970. 

John G. Veneman, 

Acting Secretary of Health, 
Education , and Welfare. 

Regulations No. 5 of the Social Secu¬ 
rity Administration (20 CFR 405), are 
further amended as follows: 

1. Paragraph (b) of § 405.1022 is 
amended by revising the material pre¬ 
ceding subparagraph (1) and subpara¬ 
graph (1) and adding new subparagraphs 
(4) and (5) to such paragraph to read as 
follows: 

§405.1022 Condition of participation — 
physical environment. 

* * ♦ * * 

(b) Standard ; fire control. The hospi¬ 
tal conforms to the current standards of 
the National Fire Protection Associa¬ 
tion’s Life Safety Code, as amended from 
time to time. The hospital provides fire 
protection by the elimination of fire 
hazards; the installation of necessary 
safeguards such as extinguishers, 
sprinkling devices, and fire barriers to in¬ 
sure rapid and effective fire control; and 
the adoption of written fire control plans 
rehearsed four times a year by key per¬ 
sonnel on each shift. The factors explain¬ 
ing the standard are as follows: 

(1) The hospital has: 

(i) Written evidence of regular in¬ 
spection and approval by State or local 
fire control agencies; 

(ii) Equipment as close to fireproof as 
possible: 

(iii) A sufficient number of fire extin¬ 
guishers properly situated, checked an¬ 
nually for type, replacement, and renewal 
dates, and maintained in workable 
condition: 

(iv) If flammable anesthetics are used 
in the operating and delivery rooms, 
these rooms have conductive floors with 
the required equipment and underground 
electrical circuits; 
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(v) Proper routine storage and prompt 
disposal of trash; 

(vi) “No Smoking" signs prominently 
displayed, where appropriate, with rules 
governing the ban on smoking in desig¬ 
nated areas of the hospital which are en¬ 
forced and required to be obeyed by all 
personnel; and 

(vii) Fire regulations prominently 
posted and all fire codes rigidly observed 
and carried out. 

• • * * • 

(4) Flame spread rating of carpet, 
carpet assemblies, and other floor cov¬ 
erings installed in inpatient care areas is 
not more than 75. when tested in accord¬ 
ance with the “Steiner Tunnel Test” 
prescribed by the American Society for 
Testing and Materials (ASTM-E84-68— 
Surface Burning Characteristics of 
Building Materials) or a flame propaga¬ 
tion index of less than 4.0 when tested in 
accordance with the "Underwriters’ 
Laboratories Chamber Test” (UL 992— 
Chamber Test Method for the Flame 
Propagation Classification of Flooring 
and Floor Covering Materials). 

(5) Flame spread rating of carpet and 
carpet assemblies and other floor cover¬ 
ings installed in other than inpatient 
areas meets the standards promulgated 
under the Flammable Fabrics Act (DOC 
FF 1-70 and DOC FF 2-70), provided that 
these areas are separated from inpatient 
care areas by fire resistive construction or 
suitable smokestop partitions that are ap¬ 
proved by State or local fire authorities. 
Floor coverings in areas which are not 
so separated from inpatient areas shall 
meet the ASTM-E84-68 or UL 992 re¬ 
quirements contained in subparagraph 
(4) of this paragraph. 

• » * * * 

2. In § 405.1134 the material preceding 
paragraph (a) and paragraph (a) are re¬ 
vised to read as follows; 

§ 405.1134 Condition of participation— 
physical environment. 

The extended care facility is con¬ 
structed. equipped, and maintained to in¬ 
sure the safety of patients and provides 
a functional, sanitary, and comfortable 
environment. 

<a) Standard; safety ol patients. The 
extended care facility is constructed, 
equipped, and maintained to insure the 
safety of patients. It is structurally 
sound and conforms to the current stand¬ 
ards of the National Fire Protection As¬ 
sociation’s Life Safety Code as amended 
from time to time and it satisfies the fol¬ 
lowing conditions; 

(1) The facility complies with all ap¬ 
plicable State and local codes governing 
construction. 

<2) Fire resistance and flame spread 
ratings of construction, materials, and 
finishes comply with current State and 
local fire protection codes and ordinances. 

<3) Flame spread rating of carpet, 
carpet assemblies, and other floor cov¬ 
erings installed in inpatient care areas 
LS not more than 75, when tested In ac¬ 
cordance with the “Steiner Tunnel Test” 
Prescribed by the American Society for 
Testing and Materials (ASTM-E84-68— 
Surface Burning Characteristics of 
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Building Materials), or a flame propa¬ 
gation index of less than 4.0 when tested 
in accordance with the "Underwriters’ 
Laboratories Chamber Test” (UL 992— 
Chamber Test Method for the Flame 
Propagation Classification of Flooring 
and Floor Covering Materials). 

(4) Flame spread rating of carpet and 
carpet assemblies and other floor cov¬ 
erings installed in other than inpatient 
areas meets the standards promulgated 
under the Flammable Fabrics Act (DOC 
FF 1-70 and DOC FF 2-70), provided 
that these areas are separated from in¬ 
patient care areas by fire resistive con¬ 
struction or suitable smokestop partitions 
that are approved by State or local Are 
authorities. Floor coverings in areas 
which are not so separated from in¬ 
patient areas shall meet the ASTM-E84- 
68 or UL 992 requirements contained in 
subparagraph (3) of this paragraph. 

(5) Fire and smoke alarm systems 
providing complete coverage of the build¬ 
ing are installed and inspected regularly. 
Fire extinguishers are conveniently lo¬ 
cated on each floor. Fire regulations are 
prominently posted and carefully 
observed. 

(6) Corridors are equipped with firmly 
secured handrails on each side. 

(7) Unless the facility is of 2-hour fire 
resistive construction, blind and non¬ 
ambulatory or physically handicapped 
persons are not housed above the street 
level floor. 

(8) Reports of periodic inspections of 
the structure by the fire control author¬ 
ity having jurisdiction in the area are on 
file in the facility. 

(9) The building is maintained in good 
repair and kept free of hazards such as 
those created by any damaged or defec¬ 
tive parts of the building. 

(10) No occupancies or activities un¬ 
desirable to the health and safety of pa¬ 
tients are located in the building or 
buildings of the extended care facility. 

(11) Safety precautions in the han¬ 
dling and storage of oxygen shall 
include: 

(i) Shockproof and sparkproof equip¬ 
ment; 

(ii) Posted safety regulations; and 

(iii) All other applicable safety pro¬ 
visions required by the current National 
Fire Code (NFPA No. 56). 

♦ * • • * 

[F.R. Doc, 70-11555; Filed, Sept. 1. 1970; 

8:46 a m.] 

DEPARTMENT OF 
TRANSPORTATION 

Federal Aviation Administration 

[ 14 CFR Part 71 ] 

[ Airspace Docket No. 70-EA-84| 

TRANSITION AREA 
Proposed Designation 

The Federal Aviation Administration is 
considering amending § 71.181 of Part 71 
of the Federal Aviation Regulations so 
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as to designate a Barnesville, Ohio, tran¬ 
sition area. 

The VOR instrument approach pro¬ 
cedure for Bradfield Airport. Barnesville. 
Ohio, requires designation of a 700-foot 
transition area to provide airspace pro¬ 
tection for aircraft executing the instru¬ 
ment approach procedure. 

Interested persons may submit such 
written data or views as they may de¬ 
sire. Communications should be sub¬ 
mitted in triplicate to the Director, East- 
era Region, Attention: Chief. Air Traffic 
Division, Department of Transportation, 
Federal Aviation Administration, Fed¬ 
eral Building, John F. Kennedy Interna¬ 
tional Airport, Jamaica, N.Y. 11430. All 
communications received within 30 days 
after publication in the Federal Register 
will be considered before action is taken 
on the proposed amendment. No hearing 
is contemplated at this time, but arrange¬ 
ments may be made for informal con¬ 
ferences with Federal Aviation Adminis¬ 
tration officials by contacting the Chief, 
Airspace and Standards Branch. Eastern 
Region. Any data or views presented dur¬ 
ing such conferences must also be sub¬ 
mitted in writing in accordance with this 
notice in order to become part of the rec¬ 
ord for consideration. The proposal con¬ 
tained in this notice may be changed in 
the light of comments received. 

The official docket will be available for 
examination by interested persons at the 
Office of Regional Counsel, Federal Avia¬ 
tion Administration, Federal Building, 
John F. Kennedy International Airport, 
Jamaica, N.Y. 

The Federal Aviation Administration, 
having completed a review of the air¬ 
space requirements for the terminal area 
of Barnesville, Ohio, proposes the air 
space action hereinafter set forth: 

1. Amend § 71.181 of Part 71 of the 
Federal Aviation Regulations so as to 
designate a Barnesville, Ohio, transition 
area described as follows: 

Barnesv.jje, Ohio 

That airspace extending upward from 700 
feet above the surface within a 7-mile radius 
of the center. 40 c 00'10" N., 81 # 11'30“ W.. 
of the Bradfield Airport, Barnesville, Ohio. 

This amendment is proposed under 
section 307(a) of the Federal Aviation 
Act of 1958 (72 Stat. 749; 49 U.S.C. 1348) 
and section 6(c) of the Department of 
Transportation Act (49 U.S.C. 1655(c)). 

Issued in Jamaica. N.Y., on August 19, 
1970. 

Wayne Hendershot, 
Acting Director, Eastern Region. 

|F.R. Doc. 70-11547; Filed. Sept. 1. 1970; 

8:46 a.m.| 


[ 14 CFR Part 71 ] 

I Airspace Docket No. 70-EA-66] 

TRANSITION AREA 
Proposed Designation 

The Federal Aviation Administration 
is considering amending § 71.181 of Part 
71 of the Federal Aviation Regulations 
so as to designate a Connellsville, Pa., 
transition area. 
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The NDB (ADP) RWY 5 instrument 
approach procedure established for Con- 
nellsville Airport, Connellsville, Pa., re¬ 
quires designation of a 700-foot transi¬ 
tion area to provide controlled airspace 
protection for aircraft executing the in¬ 
strument approach procedure. 

Interested persons may submit such 
written data or views as they may desire. 
Communications should be submitted in 
triplicate to the Director, Eastern Re¬ 
gion, Attention: Chief, Air Traffic Divi¬ 
sion, Department of Transportation, 
Federal Aviation Administration, Fed¬ 
eral Building, John F. Kennedy Inter¬ 
national Airport, Jamaica, N.Y. 11430. 
All communications received within 30 
days after publication in the Federal 
Register will be considered before ac¬ 
tion is taken on the proposed amend¬ 
ment. No hearing is contemplated at this 
time, but arrangements may be made 
for informal conferences with Federal 
Aviation Administration officials by con¬ 
tacting the Chief, Airspace and Stand¬ 
ards Branch. Eastern Region. Any data 
or views presented during such confer¬ 
ences must also be submitted in writing 
in accordance with this notice in order 
to become part of the record for consid¬ 
eration. The proposal contained in this 
notice may be changed in the light of 
comments received. 

The official docket will be available for 
examination by interested persons at the 
Office of Regional Counsel, Federal Avia¬ 
tion Administration, Federal Building, 
John F. Kennedy International Airport, 
Jamaica, N.Y. 

The Federal Aviation Administration, 
having completed a review of the air¬ 
space requirements for the terminal area 
of Connellsville, Pa., proposes the air¬ 
space action hereinafter set forth: 

1. Amend § 71.181 of Part 71 of the 
Federal Aviation Regulations so as to 
designate a Connellsville, Pa., transition 
area described as follows: 

Connellsville, Pa. 

That airspace extending upward from 700 
feet above the surface within a 5.5-mile 
radius of the center 39*57'35" N., 79°39'25" 
W. of Connellsville Airport and within 9.5 
miles northwest and 4.5 miles southeast of 
the 230* bearing from the Connellsville, Pa. 
RBN 39®57'37" N., 79°39'16" W., extending 
from the RBN to 19.5 miles southwest of the 
RBN. excluding the portion that coincides 
with the Morgantown, W. Va. transition area. 

This amendment is proposed under 
section 307(a) of the Federal Aviation 
Act of 1958 (72 Stat. 749; 49 U.S.C. 1348) 
and section 6(c) of the Department of 
Transportation Act (49 U.S.C. 1655(c)). 

Issued in Jamaica, N.Y., on August 19, 
1970. 

Wayne Hendershot, 
Acting Director, Eastern Region. 

[F.R. Doc. 70-11548; Filed, Sept. 1, 1970; 

8:4G a.m.| 

[14 CFR Part 71 ] 

l Airspace Docket No. 70-EA-68 [ 

TRANSITION AREA 
Proposed Designation 

The Federal Aviation Administration 
is considering amending § 71.181 of Part 
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71 of the Federal Aviation Regulations so 
as to designate a Titusville, Pa., transi¬ 
tion area. 

The new VOR-1 instrument approach 
procedure developed for Titusville Air¬ 
port. Titusville, Pa., requires designation 
of a 700-foot floor transition area to pro¬ 
vide controlled airspace protection for 
aircraft executing the instrument ap¬ 
proach procedure. 

Interested persons may submit such 
written data or views as they may desire. 
Communications should be submitted in 
triplicate to the Director, Eastern Re¬ 
gion, Attention: Chief, Air Traffic Divi¬ 
sion, Department of Transportation, 
Federal Aviation Administration, Federal 
Building, John F. Kennedy International 
Airport, Jamaica, N.Y. 11430. All com¬ 
munications received within 30 days 
after publication in the Federal Register 
will be considered before action is taken 
on the proposed amendment. No hearing 
is contemplated at this time, but ar¬ 
rangements may be made for informal 
conferences with Federal Aviation 
Administration officials by contacting the 
Chief, Airspace and Standards Branch, 
Eastern Region. Any data or view's pre¬ 
sented during such conferences must also 
be submitted in writing in accordance 
with this notice in order to become pail; 
of the record for consideration. The pro¬ 
posal contained in this notice may be 
changed in the light of comments 
received. 

The official docket will be available for 
examination by interested persons at the 
Office of Regional Counsel, Federal Avia¬ 
tion Administration, Federal Building, 
John F. Kennedy International Airport, 
Jamaica, N.Y. 

The Federal Aviation Administration, 
having completed a review of the air¬ 
space requirements for the terminal area 
of Titusville, Pa., proposes the airspace 
action hereinafter set forth: 

1. Amend § 71.181 of Part 71 of the 
Federal Aviation Regulations so as to 
designate a Titusville, Pa., transition 
area described as follows: 

Titusville, Pa. 

That airspace extending upward from 700 
feet above the surface with a 7-mile radius 
of the center 41°36'45" N., 79*44'45" W. of 
Titusville Airport, excluding the portion that 
coincides with the Franklin, Pa., transition 
area. 

This amendment is proposed under 
section 307(a) of the Federal Aviation 
Act of 1958 (72 Stat. 749; 49 U.S.C. 1348) 
and section 6(c) of the Department of 
Transportation Act (49 U.S.C. 1655(c)). 

Issued in Jamaica, N.Y., on August 19, 
1970. 

Wayne Hendershot, 
Acting Director, Eastern Region. 

[F.R. Doc. 70-11549; Filed, Sept. 1, 1970; 

8:46 a.m.) 


FEDERAL COMMUNICATIONS 
COMMISSION 

[ 47 CFR Part 73 1 

[Docket No. 188821 

TELEVISION BROADCAST STATIONS 

Order Further Extending Time for Fil¬ 
ing Comments and Reply Comments 

1. This proceeding was begun by notice 
of proposed nfle making (FCC 70-638) 
adopted June 17. 1970, released June 19, 
1970, and published in the Federal Reg¬ 
ister on June 25, 1970 (35 F.R. 10375). 
The dates for filing comments and reply 
comments are presently August 10 and 
August 20, 1970, respectively. 

2. On August 2°, 1970, Vue-Metrics, 
Inc. (Vue-Metrics), filed a request to 
extend the time for filing comments to 
September 18. 1970, and reply comments 
to September 28,1970 Vue-Metrics states 
that the additional time is necessary in 
order for it to furnish the New Jersey 
Public Broadcasting Authority with addi¬ 
tional information requested in their 
recent meeting on its alternative plan for 
the assignment of a TV channel other 
than Channel 23 to Camden, N.J., and 
for the Authority to take a position on 
the proposal. Counsel for the New Jersey 
Public Broadcasting Authority states 
that it has no objection to a grant of 
this petition. 

3. We are of the view that the addi¬ 
tional time requested is warranted and 
would serve the public interest. Accord¬ 
ingly, it is ordered , That the time for 
filing comment* and reply comments in 
Docket No. 18882 is extended to and in¬ 
cluding S'nHemb^r 18, 1970, and Septem¬ 
ber 28. 1970, respectively. 

4. This action is taken pursuant to 
authority found in sections 4(i), 5(d) (1), 
and 303(r) of the Communications Act 
of 1934. as amended, and § 0.281(d) (8) 
of the Commission’s rules. 

Adopted: August 24, 1970. 

Released: August 25, 1970. 

TsealI George S. Smith, 

Chief, Broadcast Bureau. 
[F.R. Doc. 70-11577; Filed. Sept. 1, 1970; 

8:48 ajn.[ 


INTERSTATE COMMERCE 
COMMISSION ' 

[ 49 CFR Part 1048 ] 

[Ex Parte No. MC-7) 

WASHINGTON, D C., COMMERCIAL 
ZONE 

Proposed Redefinition 

August 28, 1970. 

Petitioner: Prince George’s County. 
Md. Petitioner’s representative: Francis 
J. Aluisi. Chairman, Prince Georges 
County Commissioners, Courthouse, 
Upper Marlboro, Md. 20870. 
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By petition filed August 13, 1970, peti¬ 
tioner requests the Commission to insti¬ 
tute a proceeding for the purpose of 
specifically defining the limits of the zone 
adjacent to and commercially a part of 
Washington, D.C., which are now pre¬ 
scribed in Washington, D.C., Commercial 
Zone, 111 M.C.C. 400 (49 CFR 1048.4) so 
as to include therein all of Prince 
George’s County, Md. As pertinent here¬ 
in, the present zone limits are as follows: 
Beginning at Colesville. Md., thence 
southeasterly along Beltsville Road to 
its junction with Powder Mill Road 
(Maryland Highway 212), thence easterly 
over Powder Mill Road to its junction 
with Montgomery Road, thence north¬ 
easterly along Montgomery Road, ap¬ 
proximately 0.2 mile, to its junction with 
an unnumbered highway extending 
northeasterly to the north of Ammendale 
Normal Institute, thence along such un¬ 
numbered highway for a distance of 
about 2.2 miles to its junction somewhat 
north of Virginia Manor. Md., with an 
unnumbered highway extending easterly 
through Muirkirk, Md., thence along such 
unnumbered highway through Muirkirk 
to its junction, approximately 1.8 miles 
east of the Baltimore and Ohio Railroad, 
with an unnumbered highway, thence 
southwesterly along such unnumbered 
highway for a distance of about 0.5 mile 
to its junction with an unnumbered 
highway, thence southeasterly along such 
unnumbered highway through Spring- 
field and Hillmeade, Md., to its junction 
with Defense Highway (U.S. Highway 
50), thence southwesterly along Defense 
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Highway approximately 0.8 mile to its 
junction with Enterprise Road (Mary¬ 
land Highway 556), thence southerly 
over Enterprise Road to its junction with 
Central Avenue (Maryland Highway 
214), thence westerly over Central Ave¬ 
nue about 0.5 mile its crossing of West¬ 
ern Branch, thence southerly down the 
course of Western Branch to Maryland 
Highway 202, thence westerly approxi¬ 
mately 0.3 mile along Maryland Highway 
202 to its junction with White House 
Road, thence southwesterly along White 
House Road to its junction with Mary¬ 
land Highway 221, thence southeasterly 
along Maryland Highway 221 to its junc¬ 
tion with Maryland Highway 4, thence 
westerly along Maryland Highway 4 to 
the boundary of Andrews Air Force Base, 
thence south and west along said bound¬ 
ary to Brandywine Road (Maryland 
Highway 5), thence northwesterly along 
Maryland Highway 5 to its junction with 
Maryland Highway 337, thence south¬ 
westerly along Maryland Highway 337 
to its junction with Maryland Highway 
224, thence southerly along Maryland 
Highway 224 to a point opposite the 
mouth of Broad Creek, thence due west 
across the Potomac River to the west 
bank thereof. 

Specifically, the instant petition re¬ 
quests redefinition of the Washington, 
D.C., commercial zone to include all of 
the area which is presently within the 
zone, and, in addition, an area extend¬ 
ing from the present zone limits as fol¬ 
lows: Beginning at the Montgomery 
County and Prince Georges County line. 
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at its intersection with Beltsville Road, 
a point within the present zone, thence 
northeasterly, easterly, southeasterly, 
southerly, and westerly along the Prince 
Georges County line to its intersection 
with the Potomac River, thence north¬ 
erly along the Potomac River to its in¬ 
tersection with the present zone limits 
near Broad Creek, and thence along the 
present zone limits to the point of 
beginning. 

No oral hearing is contemplated at 
this time, but anyone wishing to make 
representations in favor of, or against, 
the above-proposed redefinition of the 
limits of the Washington, D.C., com¬ 
mercial zone, may do so by the submis¬ 
sion of written data, views, or arguments. 
An original and seven copies of such 
data, views, or arguments shall be filed 
with the Commission on or before Octo¬ 
ber 30, 1970. Each such statement shall 
include a statement of position with re¬ 
spect to the proposed revision, and a 
copy thereof should be served upon peti¬ 
tioner’s representative. 

Notice to the general public of the 
matter herein under consideration will 
be given by depositing a copy of this 
notice in the Office of the Secretary of 
the Commission for public inspection 
and by filing a copy thereof with the 
Director, Office of the Federal Register. 

By the Commission. 

[seal] Joseph M. Harrington, 
Acting Secretary . 

[PH. Doc. 70-11588; Filed, Sept. 1, 1970; 

8:49 a.m.] 
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Notices 


DEPARTMENT OF THE TREASURY 

Internal Revenue Service 
WILLIAM VALSON FASSLER 
Notice of Granting of Relief 

Notice is hereby given that William 
Valson Passler, Jefferson, Ark. 72079, 
has applied for relief from disabilities 
imposed by Federal laws with respect to 
the acquisition, receipt, transfer, ship¬ 
ment, or possession of firearms incurred 
by reason of his conviction on April 17, 
1935, in the U.S. District Court, Little 
Rock, Ark., of a crime punishable by 
imprisonment for a term exceeding 1 
year. Unless relief is granted, it will be 
unlawful for Mr. Fassler because of such 
conviction, to ship, transport or receive 
in interstate or foreign commerce any 
firearm or ammunition, and he would be 
ineligible for a license under chapter 44, 
title 18, United States Code as a firearms 
or ammunition importer, manufacturer, 
dealer or collector. In addition, under 
title VII of the Omnibus Crime Control 
and Safe Streets Act of 1968, as amended 
(82 Stat. 236; 18 U.S.C., Appendix), be¬ 
cause of such conviction, it would be 
unlawful for Mr. Fassler to receive, pos¬ 
sess, or transport in commerce or affect¬ 
ing commerce, any firearm. 

Notice is hereby given that I have con¬ 
sidered Mr. Fassler’s application and: 

(1) I have found that the conviction 
was made upon a charge which did not 
involve the use of a firearm or other 
weapon or a violation of chapter 44, 
title 18, United States Code, or of the 
National Firearms Act; and 

(2) It has been established to my sat¬ 
isfaction that the circumstances regard¬ 
ing the conviction and the applicant’s 
record and reputation are such that the 
applicant will not be likely to act in a 
manner dangerous to public safety, and 
that the granting of the relief would not 
be contrary to the public interest. 

Therefore, pursuant to the authority 
vested in the Secretary of the Treasury 
by section 925(c), title 18, United S tates 
Code and delegated to me by 26 CFR 
178.144: It is ordered , That William Val¬ 
son Fassler be, and he hereby is, granted 
relief from any and all disabilities im¬ 
posed by Federal laws with respect to 
the acquisition, receipt, transfer, ship¬ 
ment, or possession of firearms and in¬ 
curred by reason of the conviction here¬ 
inabove described. 

Signed at Washington, D.C., this 26th 
day of August 1970. 

[seal] Randolph W. Thrower, 
Commissioner of Internal Revenue . 

|F.R Doc. 70-11589; Filed, Sept. 1, 1970; 

8:49 a.m.j 


ROBERT GLYDE FLIPPEN 
Notice of Granting of Relief 

Notice is hereby given that Robert 
Glyde Flippen, Palmer Springs, Va., has 
applied for relief from disabilities im¬ 
posed by Federal laws with respect to 
the acquisition, receipt, transfer, ship¬ 
ment, or possession of firearms incurred 
by reason of his convictions on Octo¬ 
ber 22, 1932, March 26, 1935, and June 7. 
1935, in the U.S. District Court for the 
Eastern District of North Carolina of 
crimes punishable by imprisonment for 
a term exceeding 1 year. Unless relief 
is granted, it will be unlawful for Rob¬ 
ert G. Flippen because of such convic¬ 
tions, to ship, transport or receive in 
interstate or foreign commerce any fire¬ 
arm or ammunition, and he would be 
ineligible for a license under chapter 44, 
title 18, United States Code as a fire- 
aims or ammunition importer, manufac¬ 
turer, dealer or collector. In addition, 
under title VII of the Omnibus Crime 
Control and Safe Streets Act of 1968, as 
amended (82 Stat. 236; 18 U.S.C., Ap¬ 
pendix), because of such convictions, it 
would be unlawful for Robert G. Flip- 
pen to receive, possess, or transport in 
commerce or affecting commerce, any 
firearm. 

Notice is hereby given that I have con¬ 
sidered Robert G. Flippen's application 
and: 

(1) I have found that the convictions 
were upon charges which did not involve 
the use of a firearm or other weapon or 
a violation of chapter 44. title 18, United 
States Code, or of the National Firearms 
Act; and 

(2) It has been established to my sat¬ 
isfaction that the circumstances regard¬ 
ing the convictions and the applicant’s 
record and reputation are such that the 
applicant will not be likely to act in a 
manner dangerous to public safety, and 
that the granting of the relief would not 
be contrary to the public interest. 

Therefore, pursuant to the authority 
vested in the Secretary of the Treasury 
by section 925(c), title 18, United States 
Code and delegated to me by 26 CFR 
178.144: It is ordered. That Robert G. 
Flippen be, and he hereby is, granted 
relief from any and all disabilities im¬ 
posed by Federal laws with respect to the 
acquisition, receipt, transfer, shipment, 
or possession of firearms and incurred by 
reason of the convictions hereinabove 
described. 

Signed at Washington, D.C., this 26th 
day of August 1970. 

[seal] Randolph W. Thrower, 

Commissioner of Internal Revenue. 

[FJEL Doc. 70-11590; Filed, Sept. 1, 1970; 

8:49 a.m.j 


LeROY MELVIN JOHNSON 
Notice of Granting of Relief 

Notice is hereby given that LeRoy 
Melvin Johnson, 10663 Washington Bou¬ 
levard NE., Blaine, Minn. 55433, has ap¬ 
plied for relief from disabilities imposed 
by Federal laws with respect to the 
acquisition, receipt, transfer, shipment, 
or possession of firearms incurred by 
reason of his conviction on or about 
March 30, 1961, in the District Court, 
Fourth Judicial District, Hennepin, 
Minn., of a crime punishable by im¬ 
prisonment for a term exceeding 1 year. 
Unless relief is granted it will be unlaw¬ 
ful for LeRoy Melvin Johnson because 
of such conviction, to ship, transport or 
receive in interstate or foreign commerce 
any firearm or ammunition, and he would 
be ineligible for a license under chapter 
44, title 18, United States Code as a 
firearms or ammunition importer, manu¬ 
facturer, dealer or collector. In addition, 
under title VII of the Omnibus Crime 
Control and Safe Streets Act of 1968, 
as amended (82 Stat. 236; 18 U.S.C., 
Appendix), because of such conviction, 
it would be unlawful for Mr. Johnson 
to receive, possess, or transport in 
commerce or affecting commerce, any 
firearm. 

Notice is hereby given that I have con¬ 
sidered LeRoy Melvin Johnson’s applica¬ 
tion and: 

(1) I have found that the conviction 
was made upon a charge which did not 
involve the use of a firearm or other 
weapon or a violation of chapter 44, title 
18, United States Code, or of the National 
Firearms Act; and 

(2) It has been established to my sat¬ 
isfaction that the circumstances regard¬ 
ing the conviction and the applicant’s 
record and reputation are such that the 
applicant will not be likely to act in a 
manner dangerous to public safety, and 
that the granting of the relief would not 
be contrary to the public interest. 

Therefore, pursuant to the authority 
vested in the Secretary of the Treasury 
by section 925(c), title 18, United States 
Code and delegated to me by 26 CFR 
178.144: It is ordered. That LeRoy Mel¬ 
vin Johnson be, and he hereby is, granted 
relief from any and all disabilities im¬ 
posed by Federal laws with respect to 
the acquisition, receipt, transfer, ship¬ 
ment, or possession of firearms and in¬ 
curred by reason of the conviction here¬ 
inabove described. 

Signed at Washington, D.C., this 26th 
day of August 1970. 

[seal! Randolph W. Thrower, 
Commissioner of Internal Revenue. 
(F.R. Doc. 70-11691; Filed, Sept. 1, 1970; 

8:49 a.m.j 
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SERGIO MAGI 

Notice of Granting of Relief 

Notice Is hereby given that Sergio 
Magi, 1836 West Eighth Street, Brooklyn, 
N.Y. 11223, has applied for relief from 
disabilities imposed by Federal laws with 
respect to the acquisition, receipt, trans¬ 
fer, shipment, or possession of firearms 
incurred by reason of his conviction on 
August 30, 1944, in the U.S. District 
Court for the Eastern District of New 
York, of a crime punishable by imprison¬ 
ment for a term exceeding 1 year. Unless 
relief is granted, it will be unlawful for 
Sergio Magi because of such conviction, 
to ship, transport or receive in interstate 
or foreign commerce any firearm or 
ammunition, and he would be ineligible 
for a license under chapter 44, title 18, 
United States Code as a firearms or am¬ 
munition importer, manufacturer, dealer 
or collector. In addition, under title VII 
of the Omnibus Crime Control and Safe 
Streets Act of 1968, as amended (82 Stat. 
236; 18 U.S.C., Appendix), because of 
such conviction, it would be unlawful for 
Mr. Magi to receive, possess, or transport 
in commerce or affecting commerce, any 
firearm. 

Notice is hereby given that I have con¬ 
sidered Sergio Magi’s application and: 

(1) I have found that the conviction 
was made upon a charge which did not 
involve the use of a firearm or other 
weapon or a violation of chapter 44, 
title 18, United States Code, or of the 
National Firearms Act; and 

(2) It has been established to my 
satisfaction that the circumstances re¬ 
garding the conviction and the appli¬ 
cant’s record and reputation are such 
that the applicant will not be likely to 
act in a manner dangerous to public 
safety, and that the granting of the re¬ 
lief would not be contrary to the public 
interest. 

Therefore, pursuant to the authority 
vested in the Secretary of the Treasury 
by section 925(c). title 18. United States 
Code and delegated to me by 26 CFR 
178.144: It is ordered , That Sergio Magi 
be, and he hereby is, granted relief from 
any and all disabilities imposed by Fed¬ 
eral laws with respect to the acquisition, 
receipt, transfer, shipment, or posses¬ 
sion of firearms and incurred by reason 
of the conviction hereinabove described. 

Signed at Washington, D.C., this 20th 
day of August 1970. 

[seal] Randolph W. Thrower, 
Commissioner of Internal Revenue. 

[PR. Doc. 70-11592; Filed, Sept. 1, 1970; 

8:49 a.m.] 


HARRY MANOOGIAN 
Notice of Granting of Relief 

Notice is hereby given that Harry 
Manoogian, 6763 Edinborough Drive, 
Birmingham, Mich. 48010, has applied 
for relief from disabilities imposed by 
Federal laws with respect to the acquisi- 
fion. receipt, transfer, shipment, or 
Possession of firearms incurred by rea¬ 
son of his conviction on March 3, 1954, 


in the Recorder’s Court of the City of 
Detroit, Mich., of a crime punishable 
by imprisonment for a term exceeding 
1 year. Unless relief is granted, it will 
be unlawful for Harry Manoogian be¬ 
cause of such conviction, to ship, trans¬ 
port or receive in interstate or foreign 
commerce any firearm or ammunition, 
and he would be ineligible for a license 
under chapter 44, title 18. United States 
Code as a firearms or ammunition im¬ 
porter, manufacturer, dealer or collec¬ 
tor. In addition, under title VTI of the 
Omnibus Crime Control and Safe Streets 
Act of 1968, as amended (82 Stat. 236; 
18 U.S.C., Appendix), because of such 
conviction, it would be unlawful for 
Mr. Manoogian to receive, possess, or 
transport in commerce or affecting com¬ 
merce, any firearm. 

Notice is hereby given that I have con¬ 
sidered Harry Manoogian’s application 
and: 

(1) I have found that the conviction 
was made upon a charge which did not 
involve the use of a firearm or other 
weapon or a violation of chapter 44, title 
18, United States Code, or of the National 
Firearms Act; and 

(2) It has been established to my sat¬ 
isfaction that the circumstances regard¬ 
ing the conviction and the applicant’s 
record and reputation are such that the 
applicant will not be likely to act in a 
manner dangerous to public safety, and 
that the granting of the relief would not 
be contrary to the public interest. 

Therefore, pursuant to the authority 
vested in the Secretary of the Treasury 
by section 925(c), title 18, United S tates 
Code and delegated to me by 26 CFR 
178.144: It is ordered , That Harry 
Manoogian be, and he hereby is, granted 
relief from any and all disabilities im¬ 
posed by Federal laws with respect to 
the acquisition, receipt, transfer, ship¬ 
ment, or possession of firearms and in¬ 
curred by reason of the conviction here¬ 
inabove described. 

Signed at Washington, D.C., this 19th 
day of August 1970. 

[seal] Randolph W. Thrower, 
Commissioner of Internal Revenue . 

[F.R. Doc. 70-11593; Filed. Sept. 1, 1970; 

8:49 a.m.] 


HENRY McELROY 
Notice of Granting of Relief 

Notice is hereby given that Henry 
McElroy, 8517 Asbury Park, Detroit, 
Mich. 48228. has applied for relief from 
disabilities imposed by Federal laws with 
respect to the acquisition, receipt, trans¬ 
fer, shipment, or possession of firearms 
incurred by reason of his conviction on 
May 13, 1946, in the Recorder’s Court, 
Detroit, Mich., of a crime punishable by 
imprisonment for a term exceeding 1 
year. Unless relief is granted, it will be 
unlawful for Mr. McElroy because of 
such conviction, to ship, transport or re¬ 
ceive in interstate or foreign commerce 
any firearm or ammunition, and he 
would be ineligible for a license under 
chapter 44, title 18, United States Code 


as a firearms or ammunition importer, 
manufacturer, dealer or collector. In ad¬ 
dition, under title VII of the Omnibus 
Crime Control and Safe Streets Act of 
1968, as amended (82 Stat. 236; 18 U.S.C., 
Appendix), because of such conviction, 
it would be unlawful for Mr. McElroy to 
receive, possess, or transport in com¬ 
merce or affecting commerce, any 
firearm. 

Notice is hereby given that I have con¬ 
sidered Henry McElroy’s application 
and: 

(1) I have found that the conviction 
was made upon a charge which did not 
involve the use of a firearm or other 
weapon or a violation of chapter 44, title 
18. United States Code, or of the National 
Firearms Act; and 

(2) It has been established to my satis¬ 
faction that the circumstances regard¬ 
ing the conviction and the applicant’s 
record and reputation are such that the 
applicant will not be likely to act in a 
manner dangerous to public safety, and 
that the granting of the relief would not 
be contrary to the public interest. 

Therefore, pursuant to the authority 
vested in the Secretary of the Treasury 
by section 925(c), title 18, United States 
Code and delegated to me by 26 CFR 
178.144: It is ordered. That Henry Mc¬ 
Elroy be, and he hereby is. granted relief 
from any and all disabilities imposed by 
Federal laws with respect to the acquisi¬ 
tion, receipt, transfer, shipment, or pos¬ 
session of firearms and incurred by rea¬ 
son of the conviction hereinabove 
described. 

Signed at Washington, D.C., this 19th 
day uf August 1970. 

[seal] Randolph W. Thrower, 
Commissioner of Internal Revenue . 

[F.R. Doc. 70-11594; Filed, Sept. 1, 1970; 

8:49 a.m.] 


JOHN ROBERT NELSON 
Notice of Granting of Relief 

Notice is hereby given that Mr. John 
Robert Nelson, 1839 Buchanan SW., 
Grand Rapids, Mich. 49507, has applied 
for relief from disabilities imposed by 
Federal laws with respect to the acquisi¬ 
tion. receipt, transfer, shipment, or pos¬ 
session of firearms incurred by reason of 
his conviction on November 22, 1949, in 
the Circuit Court for the county of Kent. 
State of Mich., of a crime punishable by 
imprisonment for a term exceeding l 
year. Unless relief is granted, it will be 
unlawful for Mr. Nelson because of such 
conviction, to ship, transport or receive 
in interstate or foreign commerce any 
firearm or ammunition, and he would 
be ineligible for a license under chapter 
44, title 18, United States Code as a fire¬ 
arms or ammunition importer, manufac¬ 
turer, dealer or collector. In addition, un¬ 
der title VTI of the Omnibus Crime Con¬ 
trol and Safe Streets Act of 1968, as 
amended (82 Stat. 236; 18 U.S.C., Ap¬ 
pendix), because of such conviction, it 
would be unlawful for Mr. Nelson to re¬ 
ceive, possess, or transport in commerce 
or affecting commerce, any firearm. 
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Notice is hereby given that I have 
considered Mr. John Robert Nelson’s 
application and: 

(1) I have found that the conviction 
was made upon a charge which did not 
involve the use of a firearm or other 
weapon or a violation of chapter 44, 
title 18, United States Code, or of the 
National Firearms Act; and 

(2) It has been established to my 
satisfaction that the circumstances re¬ 
garding the conviction and the appli¬ 
cant’s record and reputation are such 
that the applicant will not be likely to 
act in a manner dangerous to public 
safety, and that the granting of the relief 
would not be contrary to the public in¬ 
terest. 

Therefore, pursuant to the authority 
vested in the Secretary of the Treasury 
by section 925(c), title 18, United States 
Code and delegated to me by 26 CFR 
178.144; It is ordered , That Mr. John 
Robert Nelson be, and he hereby is, 
granted relief from any and all disabili¬ 
ties imposed by Federal laws with respect 
to the acquisition, receipt, transfer, ship¬ 
ment, or possession of firearms and in¬ 
curred by reason of the conviction 
hereinabove described. 

Signed at Washington, D.C., this 19th 
day of August 1970. 

[ seal] Randolph W. Thrower, 

Commissioner of Internal Revenue. 

[F.R. Doc. 70-11595; Filed, Sept. 1, 1970; 

8:49 a.m.] 


JOSEPH MANUEL VIEIRA 
Notice of Granting of Relief 

Notice is hereby given that Joseph 
Manuel Vieira. Box 28, Dairy, Oreg. 
97625, has applied for relief from disabil¬ 
ities imposed by Federal laws with re¬ 
spect to the acquisition, receipt, trans¬ 
fer, shipment, or possession of firearms 
incurred by reason of his conviction on 
or about January 5,1968, in the Klamath 
County Circuit Court, Klamath Falls. 
Oreg., of a crime punishable by impris¬ 
onment for a term exceeding 1 year. 
Unless relief is granted, it will be unlaw¬ 
ful for Mr. Vieira, because of such con¬ 
viction, to ship, transport or receive in 
interstate or foreign commerce any fire¬ 
arm or ammunition, and he would be in¬ 
eligible for a license under chapter 44, 
title 18, United State Code as a firearms 
or ammunition importer, manufacturer, 
dealer or collector. In addition, under 
title VII of the Omnibus Crime Control 
and Safe Streets Act of 1968, as amended 
(82 Stat. 236; 18 U.S.C., Appendix), be¬ 
cause of such conviction, it would be un¬ 
lawful for Mr. Vieira to receive, possess, 
or transport in commerce or affecting 
commerce, any firearm. 

Notice is hereby given that I have 
considered Joseph Manuel Vieira’s 
application and: 

(1) I have found that the conviction 
was made upon a charge which did not 
involve the use of a firearm or other 
weapon or a violation of chapter 44, title 
18, United States Code, or of the National 
Firearms Act; and 


(2) It has been established to my satis¬ 
faction that the circumstances regarding 
the conviction and the applicant's record 
and reputation are such that the appli¬ 
cant will not be likely to act in a man¬ 
ner dangerous to public safety, and that 
the granting of the relief would not be 
contrary to the public interest. 

Therefore, pursuant to the authority 
vested in the Secretary of the Treasury 
by section 925(c), title 18, United States 
Code and delegated to me by 26 CFR 
178 144; It is ordered , That Mr. Vieira 
be, and he hereby is, granted relief from 
any and all disabilities imposed by Fed¬ 
eral laws with respect to the acquisition, 
receipt, transfer, shipment, or possession 
of firearms and incurred by reason of the 
conviction hereinabove described. 

Signed at Washington, D.C., this 26th 
day of August 1970. 

(seal] Randolph W. Thrower, 
Commissioner of Internal Revenue. 

(FJEt Doc. 70-11597; Filed, Sept. 1, 1970; 

8:50 aj».| 


MARVIN GLEN WERTJES 
Notice of Granting of Relief 

Notice is hereby given that Marvin 
Glen Wertjes, 913 Bluff Street, Cedar 
Falls, Iowa 50613, has applied for relief 
from disabilities imposed by Federal laws 
with respect to the acquisition, receipt, 
transfer, shipment, or possession of fire¬ 
arms incurred by reason of his conviction 
on November 30, 1962, in the District 
Court, Waterloo, Iowa, of a crime pun¬ 
ishable by imprisonment for a term ex¬ 
ceeding 1 year. Unless relief is granted, 
it will be unlawful for Marvin Glen 
Wertjes, because of such conviction, to 
ship, transport or receive in interstate 
or foreign commerce any firearm or am¬ 
munition, and he would be ineligible for a 
license under chapter 44, title 18, United 
States Code as a firearms or ammunition 
importer, manufacturer, dealer or col¬ 
lector. In addition, under Title VII of the 
Omnibus Crime Control and Safe Streets 
Act of 1968, as amended (82 Stat. 236; 18 
U.S.C., Appendix), because of such con¬ 
viction, it would be unlawful for Marvin 
Glen Wertjes to receive, possess, or trans¬ 
port in commerce or affecting commerce, 
any firearm. 

Notice is hereby given that I have con¬ 
sidered Marvin Glen Wertjes’ application 
and: 

(1) I have found that the conviction 
was made upon a charge which did not 
involve the use of a firearm or other 
weapon or a violation of chapter 44, title 
18, United States Code, or of the Na¬ 
tional Firearms Act; and 

(2) It has been established to my 
satisfaction that the circumstances re¬ 
garding the conviction and the appli¬ 
cant’s record and reputation are such 
that the applicant will not be likely to 
act in a manner dangerous to public 
safety, and that the granting of the relief 
would not be contrary to the public 
interest. 

Therefore, pursuant to the authority 
vested .'n the Secretary of the Treasury 
by section 925(c), title 18, United States 


Code and delegated to me by 26 CFR 
178.144: It is ordered, That Marvin Glen 
Wertjes be, and he hereby is, granted 
relief from any and all disabilities im¬ 
posed by Federal laws with respect to 
the acquisition, receipt, transfer, ship¬ 
ment, or possession of firearms and in¬ 
curred by reason of the conviction 
hereinabove described. 

Signed at Washington, D.C., this 24th 
day of August 1970. 

FsealI Randolph W. Thrower, 
Commissioner of Internal Revenue . 

[F.R. Doc. 70-11596; Filed, Sept. 1, 1970; 

8:50 a.m.) 


DEPARTMENT OF THE INTERIOR 

Bureau of LanJ Management 
DISTRICT MANAGERS, NEVADA 
Delegation of Authority 

August 25, 1970. 

1. Designating Acting Area Managers 
and Acting Chiefs, Divisions of Resource 
Management, Operations, and Adminis¬ 
tration in the Nevada District Offices. 
The authorities delegated to the Area 
Managers, Chiefs, Divisions of Resource 
Management. Operations, and Admin¬ 
istration in the District Offices may in 
the absence of the designated Area Man¬ 
ager, Chiefs, Divisions of Resource Man¬ 
agement, Operations, or Administration 
be performed by an Acting Area Manager 
or Acting Chiefs, Divisions of Resource 
Management, Operations, or Adminis¬ 
tration. Such “acting” officials shall be 
designated by written orders of the 
District Manager. 

2. Each designated employee who 
serves in such capacity shall, when 
serving, sign documents and other papers 
as “Acting (name of position).” Each 
such acting official shall maintain a 
document to be kept in the district office 
showing the date and hour of commence¬ 
ment and termination of each period of 
such service as “Acting (name of 
position) .** 

Nolan F. Keii.. 

State Director. 

[FR. Doc. 70-11544; Filed. Sept. 1, 1970; 

8:45 a.m.) 

[ Wyoming-25470) 

WYOMING 

Order Providing for Opening of Public 
Lands 

August 26, 1970. 

1. In exchanges of lands made under 
the provisions of section 8 of the Act oi 
June 28, 1934 (48 Stat. 1269) as amended 
(43 U.S.C. 315g), the following described 
lands have been reconveyed to the United 
States: 

Sixth Principal Meridian, Wyoming 
group x 

T. 35 N..R. 80 W .. 

Sec. 32, NEy 4 SE y A . 
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T.34N .R. 109 W., 



Sec. 21, NEVi; „ , 

Sec. 22. N%NE%, SWftNE^. and Eft 
NW»/ 4 . 

T. 35 N.R. 109 W„ 

See, 33, E , < 4SE%. 

Those portions of the W*4SWV 4 sec. 9, 
W&NWft. SBfcNWK. and E&SWfc sec. 16. 
T. 34 N., R* 109 W., described as follows: 
Prom the west one-fourth section corner of 
Sec. 9. proceed S. 89*45' E. along the lati¬ 
tudinal centerline of said sec. 9. a distance 
of 772 feet to the point of beginning; thence 
S. 6*30' E., a distance of 3.918 feet; thence 
S 19°00' E., a distance of 1,484 feet; thence 

S. 8*47' E.. a distance of 2,860 feet, more or 
less, to a point on the south boundary of 
sec. 16; thence S. 89*50' E., along the south 
boundary of said sec. 16. a distance of 545 
feet, more or less, to the south one-fourth 
section corner of sec. 16; thence N. 0*03' W.. 
a distance of 3.960 feet, more or less, to the 
point for the center-north one-sixteenth 
section corner of 6ec. 18; thence N. 89*48* 
W . a distance of 1.322 feet, more or less, to 
the point for the northwest one-sixteenth 
section corner of sec. 16; thence N. 0*03' W. f 
a distance of 3,900 feet, more or less, to the 
point for the center-west one-sixteenth sec¬ 
tion corner of sec. 9; thence N. 89°45' W„ 
along the latitudinal centerline of sec. 9, a 
distance of 549 feet, more or less, to the point 
of beginning, 

group n 

T. 33 N.,R. HOW., 

Sec. 15. S%SE*4; 

See. 22,NWi/ 4 NE*4. 

T. 30 N.R. Ill W, f 

8ec. 36. 

T. 33 N.R. Ill W.. 

Sec. 16. 

T. 33 N..R. 112 W., 

Sec. l,S»/ 2 SWy 4 ; 

Sec. 2, SE«4SEy 4 : 

Sec. 11, NEft. SE»4NW»/ 4 . and SWft; 

Sec. 12,N%NWy 4 : 

Sec. H.NWftNWH: 

Sec. 15. NEV4NE»4. 

group nx 

T. 28N..R. Ill W., 

Sec. 36. 

T. 27 N.. R. 112 W.. 

Sec. 36, and SW^. 

The areas described aggregate 4,207.10 

acres. 

2. Tlie lands are located in Natrona 
and Sublette Counties. The topography 
ranges from nearly level to rough and 
the lands have value for watershed, graz¬ 
ing. wildlife, and recreation. 

3. The mineral rights in the lands 
were not exchanged. Therefore, the min¬ 
eral status of the lands is not affected by 
this order. 

4. Subject to valid existing rights, the 
provisions of existing withdrawals, and 
tlie requirements of applicable law, the 
lands will at 10 a.m. on September 28, 
1970, be open to application, petition, and 
selection under the public land laws with 
the exception that all the lands In Group 
n are subject to multiple use classifica¬ 
tion W-19140. and all the lands in Group 
III are subject to multiple-use classifica¬ 
tion W-12668, and are not open to appli¬ 
cation under the agricultural land laws 
(43 U.S.C. Part 7 and 9; 25 U.S.C. 334), 
or to public sale under section 2455 of 
tne Revised Statutes (43 U.S.C. 1171). 
The SWftSEft sec. 15, T. 33 N.. R. 110 
w*. is further segregated from approprl- 
ation under the general mining laws. 


All valid applications received at or prior 
to 10 a.m. on September 28, 1970 shall be 
considered as simultaneously filed at 
that time. Those received thereafter shall 
be considered in the order of filing. 

5. Inquiries concerning the lands 
should be addressed to the Bureau of 
Land Management. Post Office Box 1828, 
Cheyenne, Wyo. 82001. 

Robert E. Wilber. 

Acting State Director. 

[F.R. Doc. 70-11571; FUed, Sept. 1, 1970; 

8:48 a.m.| 


DEPARTMENT OF AGRICULTURE 

Consumer and Marketing Service 
POULTRY AND POULTRY PRODUCTS 

Notice of Intended Designation of 
States 

Notice of intended designation of 
Arkansas, Colorado. Georgia. Idaho, 
Maine, Michigan, Minnesota, Montana. 
New Jersey, North Dakota, Oregon. South 
Dakota, Utah, and West Virginia under 
the Poultry Products Inspection Act. 

Subsection 5(c) of the Poultry Prod¬ 
ucts Inspection Act (21 U.S.C. 454(c)) 
requires the Secretary of Agriculture to 
designate promptly after August 18, 
1970, any State 1 as one in which the 
requirements of sections 1-4, 6-10, and 
12—22 of said Act shall apply to intrastate 
operations and transactions, and to per¬ 
sons engaged therein, with respect to 
poultry, poultry products, and other arti¬ 
cles subject to the Act. if he determines 
after consultation with the Governor of 
the State, or his representative, that the 
State involved has not developed and 
activated requirements, at least equal to 
those under sections 1-4, 6-10, and 
12-22, with respect to establishments 
within the State (except those that would 
be exempted from Federal inspection 
under paragraph 5(c) (2) of the Act), at 
which poultry are slaughtered or poul¬ 
try products are processed for use as 
human food, solely for distribution 
within such State, and the products of 
such establishments. However, if the 
Secretary has reason to believe that the 
State will activate the necessary require¬ 
ments within an additional year, he may 
allow the State the additional year in 
which to activate such requirements. 

The Secretary has determined after 
consultation with the Governors of the 
States of Arkansas, Colorado, Georgia, 
Idaho, Maine, Michigan. Minnesota. 
Montana, New Jersey, North Dakota, 
Oregon, South Dakota, Utah, and West 
Virginia that each of such States has not 
developed and activated the prescribed 
requirements, and the Secretary does not 
have reason to believe that any of these 
States will activate such requirements if 
the State is allowed an additional year 
in accordance with the Act. Therefore, 
notice is hereby given that the Secretary 
of Agriculture will designate said States 


1 As used In section 5(c) of the Act. the 
term ‘'State" includes the Commonwealth of 
Puerto Rico and any organized territory of 
the United States. 


under paragraph 5(c) of the Act as soon 
as necessary arrangements can be made 
for determining which establishments in 
these States are eligible for Federal in¬ 
spection, for providing inspection at the 
eligible establishments, and for otherwise 
enforcing the applicable provisions of the 
Federal Act with respect to intrastate 
activities in these States when the des¬ 
ignation is made and becomes effective. 
As soon as these arrangements are com¬ 
pleted, notice of the designation will be 
published in the Federal Register. Upon 
the expiration of 30 days after such 
publication, the provisions of sections 
1 - 4 . 6-10. and 12-22 of the Act shall 
apply to intrastate operations and trans¬ 
actions and persons engaged therein in 
said States to the same extent and in the 
same manner as if such operations and 
transactions were conducted in or for 
‘‘commerce” within the meaning of the 
Act. and any establishment in any of 
said States which conducts any slaugh¬ 
tering of poultry or processing of poul¬ 
try products as described above must 
have Federal Inspection or cease its 
operations, unless it qualifies for an 
exemption under paragraph 5(c) (2) or 
section 15 of the Act. 

Therefore, the operator of each such 
establishment in any of said States who 
desires to continue such operations after 
designation of the State becomes effec¬ 
tive should immediately communicate 
with the appropriate Regional Director, 
as listed below. 

Dr. E. M. Chrlstopherson, Director Western 
Region, Room 822, Appraisers Building, 630 
Sansome Street, San Francisco, Calif. 94111. 
Dr. WUlis H. Irvin, Director Southwestern Re¬ 
gion, Room 376, Merchandise Mart Build¬ 
ing, 500 South Ervay Street. Dallas, Tex. 
75201. 

Dr. C. C. Hamilton, Acting Director Northern 
Region. Room 638, Federal Building and 
U.S. Courthouse, 316 Robert Street, St. 
Paul. Minn. 55101. 

Dr. L. J. Rafoth, Director North Central Re¬ 
gion. Room 514, 226 West Jackson Boule¬ 
vard, Chicago, HI. 60606. 

Dr. M. J. Hatter, Director Southeastern Re¬ 
gion, Room 206. 1795 Peachtree Road NE., 
Atlanta, Ga. 30309. 

Dr. G. Hamer, Director Mid-Atlantic Region. 

Post Office Box 25231, Raleigh, N.C. 27611. 
Dr. C. F. Diehl, Director Northeastern Region, 
Seventh Floor, 1421 Cherry Street, Phila¬ 
delphia, Pa. 19102. 

Done at Washington, D.C., on Au¬ 
gust 26, 1970. 

Richard E. Lyng, 
Assistant Secretary. 

(F.R. Doc. 70-11564; Filed, Sept. 1. 1970; 

8:47 a.m.| 


DEPARTMENT OF COMMERCE 

Bureau of International Commerco 

[Case No. 404[ 

ME-RA-OY MUUNTAJATEHDAS AND 
JOUKO SATUKANGAS 

Order Setting Aside Default and 
Modifying Denial Order 

In the matter of Me-Ra-Oy Muunta- 
jatehdas and Jouko Satukangas, Lonn- 
iotinkatu 32 D. Helsinki 18, Finland, 
Case No. 404. respondents. 


No. 171—pt. i-4 
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An order denying export privileges 
dated May 1, 1970, effective May 8, 1970, 
was issued in the above matter (35 F.R. 
7265). Said order was issued after re¬ 
spondents were held in default for failure 
to answer the charging letter that was 
served on them. Pursuant to § 388.4(b), 
the respondents have now applied to set 
aside the default. They have shown good 
cause and have submitted evidentiary 
data in support of the application. The 
matter was referred to the Compliance 
Commissioner and he has submitted a 
recommendation as to the disposition of 
the application. 

I confirm the findings of fact in the 
order of May 1, 1970. I also find that 
there were mitigating circumstances in 
respondents* favor not previously pre¬ 
sented. On the basis of such mitigating 
circumstances, I conclude that it is ap¬ 
propriate to modify the order of May 1, 
1970 by restoring respondents’ export 
privileges and placing them on probation 
until May 8. 1973. 

Accordingly, it is hereby ordered that 
the respondents’ export privileges be and 
hereby are restored conditionally, and 
the said respondents are placed on pro¬ 
bation until May 8, 1973. The conditions 
of probation are that the said respond¬ 
ents: (1) Shall fully comply with all of 
the requirements of the Export Admin¬ 
istration Act of 1969, and all regulations, 
licenses, and orders issued thereunder; 
and (2) shall on request of the Office of 
Export Control, or a representative of 
the U.S. Government acting on its be¬ 
half, promptly disclose fully the details 
of their participation in any and all 
transactions involving U.S.-origin com¬ 
modities or technical data, including 
information as to the disposition or 
intended disposition of such commodi¬ 
ties or technical data, and on such 
request shall also furnish all records and 
documents relating to such matters. 

Upon a finding by the Director, Office 
of Export Control, or such other official 
as may be exercising the duties now exer¬ 
cised by him, that said respondents have 
failed to comply with any of the condi¬ 
tions of probation, said official, with or 
without prior notice to said respondents, 
by supplemental order, may revoke the 
probation of said respondents and deny 
to him all export privileges for such 
period as said official may deem appro¬ 
priate. Such order shall not preclude the 
Bureau of International Commerce from 
taking further action for any violation 
as may be warranted. 


This order shall become effective 
forthwith. 


Dated: August 27, 1970. 

Rauer H. Meyer, 

Director , Office of Export Control. 


[F.R. Doc. 70-11565; Filed. Sept. 1, 1970; 
8:47 a.m.] 


DEPARTMENT OF HEALTH, 
EDUCATION. AND WELFARE 

Food and Drug Administration 

[DESI 9386] 

BUSULFAN 

Drugs for Human Use; Drug Efficacy 
Study Implementation 

The Food and Drug Administration 
has evaluated a report received from the 
National Academy of Sciences-National 
Research Council, Drug Efficacy Study 
Group, on the following drug: 

Myleran Tablets containing busulfan, 
marketed by Burroughs Wellcome & Co., 
Inc., Scarsdale Road, Tuckahoe, N.Y. 
10707 (NDA 9-386). 

The drug is regarded as a new drug 
(21 U.S.C. 321 (p)). Supplemental new- 
drug applications are required to revise 
the labeling in and to update previously 
approved applications providing for such 
drug. A new-drug application is required 
from any person marketing such drug 
without approval. 

The Food and Drug Administration 
is prepared to approve new-drug appli¬ 
cations and supplements to previously 
approved new-drug applications under 
conditions described in this announce¬ 
ment. 

A. Effectiveness classification . The 
Food and Drug Administration has conr 
sidered the Academy report, as well as 
other available evidence, and concludes 
that busulfan is effective in the 
palliative treatment of chronic myelo¬ 
cytic leukemia. 

B. Form of 'drug. Busulfan prepara¬ 
tions are in tablet form suitable for oral 
administration. 

C. Labeling conditions. 1. The label 
bears the statement “Caution: Fed¬ 
eral law prohibits dispensing without 
prescription.*’ 

2. The drug is labeled to comply with 
all requirements of the Act and regula¬ 
tions. Its labeling bears adequate infor¬ 
mation for the safe and effective use of 
the drug and is in accord with the guide¬ 
lines for uniform labeling published in 
the Federal Register of February 6, 
1970. The “Indications” section is as 
follows: 

Indications 

Busulfan is indicated in the palliative 
treatment of chronic myelocytic leukemia. 

D. Marketing status. Marketing of the 
drug may continue under the conditions 
described in paragraphs E and F of this 
announcement. 

E. Previously approved applications. 
1. Each holder of a “deemed approved” 
new-drug application (i.e., an applica¬ 
tion which became effective on the basis 
of safety prior to Oct. 10, 1962) for such 
drug is requested to seek approval of 
the claims of effectiveness and bring the 
application into conformance by submit¬ 
ting supplements containing: 

a. Revised labeling as needed to con¬ 
form to the labeling conditions described 
herein for the drug and complete cur¬ 


rent container labeling unless recently 
submitted. 

b. Updating information as needed to 
make the application current in regard 
to items 6 (components), 7 (composi¬ 
tion), and 8 (methods, facilities, and 
controls) of the new-drug application 
form FD-356H to the extent described 
for abbreviated new-drug applications, 
§ 130.4(f), Federal Register, April 2f 
1970 (35 F.R. 6574). (One supplement 
may contain all the information de¬ 
scribed in this paragraph.) 

2. Such supplements should be sub¬ 
mitted within the following time periods 
after the date of publication of this 
notice in the Federal Register: 

a. 60 days for revised labeling—the 
supplement should be submitted under 
the provisions of § 130.9 (d) and (e) of 
the new drug regulations (21 CFR 130.9) 
which permit certain changes to be put 
into effect at the earliest possible time. 

b. 60 days for updating information. 

3. Marketing of the drug may continue 
until the supplemental applications sub¬ 
mitted in accord with the preceding sub- 
paragraphs 1 and 2 are acted upon, pro¬ 
vided that within 60 days after the date 
of this publication, the labeling of the 
preparation shipped within the jurisdic¬ 
tion of the Act is in accord with the 
labeling conditions described in tliis 
announcement. 

F. New applications. 1. Any other per¬ 
son who distributes or intends to distrib¬ 
ute such drug which is intended for the 
conditions of use for which it has been 
shown to be effective, as described under 
A above, should submit an abbreviated 
new-drug application meeting the con¬ 
ditions specified in § 130.4(f) (1) and 
(2), published in the Federal Register 
April 24, 1970 (35 F.R. 6574). Such appli¬ 
cations should include proposed labeling 
which is in accord with the labeling con¬ 
ditions described herein. 

2. Distribution of any such prepara¬ 
tion currently on the market without an 
approved new-drug application may be 
continued provided that: 

a. Within 60 days from the date of 
publication of this announcement in the 
Federal Register, the labeling of such 
preparation shipped within the jurisdic¬ 
tion of the Act is in accord with the 
labeling conditions described herein. 

b. The manufacturer, packer, or dis¬ 
tributor of such drug submits, within 60 
days from the date of this publication, a 
new-drug application to the Food and 
Drug Administration. 

c. The applicant submits within a 
reasonable time additional information 
that may be required for the approval oi 
the application as specified in a written 
communication from the Food and Drug 
Administration. 

d. The application has not been ruled 
incomplete or unapprovable. 

G. Unapproved use or form oi drug. 
1. If the article is labeled or advertised 
for use in any condition other than those 
provided for in this announcement, « 
may be regarded as an unapproved new 
drug subject to regulatory proceedings 
until such recommended use is approved 
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in a new-drug application or is otherwise 
in accord with this announcement. 

2. If the article is proposed for mar¬ 
keting in another form or for a use other 
than the use provided for in this an¬ 
nouncement, appropirate additional in¬ 
formation as described in § 130.4 or 130.9 
of the regulations (21 CFR 130.4, 130.9) 
may be required, including results of ani¬ 
mal and clinical tests intended to show 
whether the drug is safe and effective. 

A copy of the NAS-NRC report has 
been furnished to the firm referred to 
above. Any other interested person may 
obtain a copy by request to the appro¬ 
priate office named below. 

Communications forwarded in re¬ 
sponse to this announcement should be 
identified with the reference number 
DESI 9386 and be directed to the atten¬ 
tion of the appropriate office listed be¬ 
low and addressed (unless otherwise 
specified) to the Food and Drug Admin¬ 
istration, 5600 Fishers Lane, Rockville, 
Md. 20852: 

Supplements (Identify with NDA number): 
Office of Marketed Drugs (BD-200), Bureau 
of Drugs. 

Original abbreviated new-drug applications 
(Identify as such): Office of Marketed 
Drugs (BD-200), Bureau of Drugs. 

Ail other communications regarding this 
anno u ncemen t: 

Special Assistant for Drug Efficacy Study 
Implementation (BD-201), Bureau of 

Drugs. 

Requests for NAS-NRC report: Press Rela¬ 
tions Office (CE-200), Pood and Drug Ad¬ 
ministration. 200 C Street SW., Washing¬ 
ton, D.C. 20204. 

This notice is issued pursuant to pro¬ 
visions of the Federal Food. Drug, and 
Cosmetic Act (secs. 502, 505, 52 Stat. 
1050-53, as amended; 21 U.S.C. 352. 355) 
and under authority delegated to the 
Commissioner of Food and Drugs (21 
CFR 2.120). 

Dated: August 20, 1970. 

Sam D. Fine, 
Associate Commissioner 
for Compliance . 

(PR. Doc. 70-11542; Filed. Sept. 1, 1970; 

8:45 a.m.1 


[DESI 26551 

CERTAIN MOUTHWASH AND GARGLE 
PREPARATIONS 

Drugs for Human Use; Drug Efficacy 
Study Implementation; Extension of 
Time for Filing Data 

The notice published in the Federal 
Register of August 4, 1970 (35 F.R. 
12423), concerning the intention of the 
Commissioner of Food and Drugs to 
withdraw approval of listed new-drug 
applications for specified mouthwash 
and gargle preparations, provided for the 
submission of pertinent data on the 
Commissioner’s proposal within 30 days 
of said publication date. 

The Commissioner has received a re¬ 
quest to extend such time and, good 
reason therefor appearing, the time for 
•submitting such data is hereby extended 
tc November 2,1970. 


Tliis action is taken pursuant to pro¬ 
visions of the Federal Food, Drug, and 
Cosmetic Act (secs. 502, 505, 52 Stat. 
1050-53, as amended; 21 U.S.C. 353, 355) 
and under authority delegated to the 
Commissioner (21 CFR 2.120). 

Dated: August 27, 1970. 

Sam D. Fine, 

Associate Commissioner 
for Compliance. 

|PR. Doc. 70-11552; Filed, Sept. 1, 1970; 
8:46 a.m.] 


(DESI 7322] 

TETRACYCLINE; OXYTETRACYCLINE; 

CHLORTETRACYCLINE; DEMETHYL- 

CHLORTETRACYCLINE; AND ROLI- 

TETRACYCLINE FOR SYSTEMIC USE 

Drugs for Human Use; Drug Efficacy 
Study Implementation 

The Food and Drug Administration 
has evaluation reports received from the 
National Academy of Sciences-National 
Research Council, Drug Efficacy Study 
Group, on the following antiinfective 
drugs for oral and parenteral use: 

I. Tetracycline for oral administra¬ 
tion; marketed as: 

1. a. Tetrex Pediatric Drops (NDA 60- 
049), 

b. Tetrex Syrup (NDA 60-049). 

c. Bristacycline Capsules (NDA 60- 

211 ), 

d. Tetracycline Phosphate Complex 
Capsules (NDA 50-212), 

e. Tetrex Capsules (NDA 50-212). and 

f. Polycycline for Suspension (NDA 
60-032); Bristol Laboratories. Post Office 
Box 657, Syracuse. N.Y. 13201. 

2. a. Tetramed Capsules (NDA 60-103), 

b. Tetramed Syrup (NDA 60-117), 

c. Tetracycline Hydrochloride Tablets 
(NDA 60-118), 

d. Tetracycline Hydrochloride Cap¬ 
sules (NDA 60-103). and 

e. Tetracycline Capsules (NDA 60- 
103); Continental Vitamin Corp., 150 
South Dean Street. Englewood, N.J. 
07631. 

3. Tetracycline Hydrochloride Cap¬ 
sules; Davis-Edwards Pharmacal Corp.. 
432 Austin Place, Bronx, N.Y. 10455 
(NDA 60-351). 

4. a. Tetracycline Hydrochloride Tab¬ 
lets (NDA 90-048), 

b. Tetracycline Syrup (NDA 60-275), 
and 

c. Tetracycline Hydrochloride Cap¬ 
sules (NDA 60-059); Ketchum Labora¬ 
tories, Inc., 800 Hinsdale Road, Brooklyn, 
N.Y. 11207. 

5. a. Achromycin V Pediatric Drops 
(NDA 50-263), 

b. Achromycin for Oral Suspension 
(NDA 50-269), 

c. Achromycin Syrup (NDA 50-263), 

d. Achromycin Capsules (NDA 50- 
278), 

e. Achromycin Soluble Tablets (NDA 
50-264), 

f. Achromycin (Film Coated) Tablets 
(NDA 50-264), 

g. Achromycin V Syrup (NDA 50-263), 


11. Achromycin Pediatric Drops (NDA 
50-263), 

i. Achromycin V Capsules (NDA 60- 
432), 

J. Achromycin V Capsules with Sodi¬ 
um Metaphosphate (NDA 50-278), and 

k. Achromycin Spersoids Dispersible 
Powder (NDA 50-271); Lederle Labora¬ 
tories Division, American Cyanamid Co., 
Pearl River. N.Y. 10965. 

6. a. Tetracyn (Film Coated) Tablets 
(NDA 60-077), 

b. Tetracycline Hydrochloride Cap¬ 
sules (NDA 60-082). 

c. Tetracyn Capsules (NDA 60-08?), 

d. Tetracyn Syrup (NDA 60-095), 

e. Tetracycline Syrup (NDA 60-095), 
and 

f. Tetracyn Pediatric Drops (NDA 
60-095); Chas. Pfizer and Co., Inc.. 235 
East 42d Street. New York, N.Y. 10017. 

7. a. Tetracycline Hydrochloride Tab¬ 
lets (NDA 60-422), 

b. Premocycline Syrup (NDA 60-423), 
and 

c. Premocycline Aqueous Pediatric 
Drops (NDA 60-423); Premo Pharma¬ 
ceutical Laboratories, Inc., Ill Leuning 
Street. South Hackensack, N.J. 07606. 

8. a. Tetrachel Pediatric Drops and Tet¬ 
racycline Pediatric Drops (NDA 60-342), 

b. Tetrachel Syrup and Tetracycline 
Syrup (NDA 60-342), 

c. Tetrachel Capsules and Tetracycline 
Hydrochloride Capsules (NDA 60-343), 
and 

d. Tetrachel (Film Coated) Tablets 
(NDA 60-344); Rachelle Laboratories. 
Inc., 700 Henry Ford Avenue. Long Beach, 
Calif. 90810. 

9. a. Tetracycline Hydrochloride Cap¬ 
sules (NDA 90-290), and 

b. Tetrcycline Syrup (NDA 60-291); 
Rondex Laboratories, Inc., 68 69th Street, 
Guttenberg, N.J. 07093. 

10. a. Tetracycline Hydrochloride Film- 
coated Tablets (NDA 60-048), 

b. Tetracycline Hydrochloride Tablets 
(NDA 60-048), 

c. Tetracycline Hydrochloride Cap¬ 
sules (NDA 60-057), and 

d. Sumycin Syrup; E. R. Squibb & 
Capsules (NDA 90-481); Societa Prodotti 
Antibiotic!, Milan, Via Biella 8, Italy. 

U.a. Steclin Capsules, 

b. Sumycin Capsules, 

c. Sumycin Aqueous Drops, and 

d. Sumycin Syrup; E. R. Squibb and 
Sons, Inc.. Georges Road, New Brunswick, 
N.J. 08903 (NDA 60-429). 

12. a. Panmycin Capsules (NDA 60- 
347), 

b. Panmycin KM Syrup (NDA 60-278), 

c. Panmycin Syrup <NDA 60-278), 

d. Panmycin Phosphate Capsules 
(NDA60-428), and 

e. Panmycin Aqua Drops (NDA 60- 
278); The Upjohn Co., 7171 Portage 
Road, Kalamazoo. Mich. 49002 

n. Tetracycline for intramuscular use. 
marketed as: 

l. a. Tetrex Powder for Intramuscular 
Injection (NDA 50-215), 

b. Polycycline Powder for Intramuscu¬ 
lar Injection (NDA 60-044); Bristol 
Laboratories. 

2. Achromycin Powder for Intramus¬ 
cular Injection (NDA 50-276); Lederle 
Laboratories. 
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3. Tetracyn Powder for Intramuscular 
Injection (NDA 60-285) Chas. Pfizer & 
Co. 

4. Tetrachel Powder for Intramuscular 
Injection (NDA 60-346) Rachelle Labo¬ 
ratories. 

5. a. Steclin Powder for Intramuscular 
Injection, and 

b. Sumycin Powder for Intramuscular 
Injection; E. R. Squibb & Sons, Inc. (NDA 
60-396). 

6. Panmycin Powder for Aqueous In¬ 
jection (NDA 60-333); The Upjohn Co. 

in. Tetracycline for intravenous use, 
marketed as: 

1. Bristacycline Sterile Powder for In¬ 
jection (NDA 60-024) Bristol Labora¬ 
tories. 

2. Achromycin Powder for Intravenous 
Injection (NDA 50-273) Lederle Labora¬ 
tories. 

3. Tetracyn Powder for Intravenous 
Injection (NDA 60-096) Chas. Pfizer & 
Co. 

4. Tetrachel Powder for Intravenous 
Injection (NDA 60-345), Rachelle Labo¬ 
ratories. 

5. Steclin Powder for Intravenous In¬ 
jection (NDA 60-396), E. R. Squibb & 
Sons, Inc. 

6. Panmycin Powder for Intravenous 
Injection (NDA 60-279), The Upjohn Co. 

IV. Oxytetracycline for Oral Admin¬ 
istration, marketed as: 

1. a. Terramycin Capsules (NDA 
7—322) 

b. Terramycin Soluble Tablets (NDA 
7-966), 

c. Terramycin Syrup (NDA 12-050 and 
10-501), 

d. Terramycin Pediatric Drops (NDA 
12-074), and 

e. Oxy tetracycline Powder for Oral 
Suspension (NDA 8-257); Chas. Pfizer 
& Co. 

2. Oxytetracycline Tablets (NDA 60- 
190). Zenith Laboratories. Inc., 150 
South Dean Street, Englewood, NJ. 

V. Oxytetracycline for intravenous 
administration, marketed as: 

1. Terramycin Powder for Intravenous 
Iniection; Chas. Pfizer & Co. (NDA 
7-651). 

VI. Oxytetracycline for intramuscular 
administration marketed as: 

1. Terramycin Intramuscular Solu¬ 
tion: Chas. Pfizer & Co. (NDA 11-375). 

VII. Chlortetracycline for oral ad¬ 
ministration, marketed as: 

1. a. Aureomycin Capsules (NDA 50- 
251), 

b. Aureomycin Soluble Tablets (NDA 
50-250). 

c. Aureomycin Oral Drops (NDA 50- 
249), 

d. Aureomycin Syrup (NDA 50-249). 
and 

e. Aureomycin Spersoids Dispersible 
Powder (NDA 50-253); Lederle Labora¬ 
tories. 

2. Chlortetracycline Hydrochloride 
Capsules (NDA 60-104); Zenith Labora¬ 
tories, Inc. 

VIII. Chlortetracycline for intrave¬ 
nous administration, marketed as: 

1. Aureomycin Powder for Intrave¬ 
nous Injection; Lederle Laboratories 
(NDA 50-245). 


IX. Demethylchlortetracycline for 
oral administration, marketed as: 

1. a. Declomycin Capsules (NDA 50- 
262), 

b. Declomycin (Film Coated) (NDA 
50-261), 

c. Declomycin Pediatric Drops (NDA 
50-257), 

d. Declomycin Syrup (NDA 50-257), 
and 

e. Declomycin Powder for Oral Sus¬ 
pension (NDA 50-255); Lederle Labora¬ 
tories. 

X. Rolitetracycline for intravenous 
and intramuscular administration, mar¬ 
keted as: 

1. a. Syntetrin Powder for Intrave¬ 
nous Injection (NDA 50-132), and 

b. Syntetrin Powder for Intramuscu¬ 
lar Injection (NDA 50-139); Bristol 
Laboratories. 

Preparations containing tetracycline, 
oxytetracycline, chlortetracycline, de¬ 
methylchlortetracycline, and rolitetra¬ 
cycline are subject to the antibiotic 
certification procedures pursuant to sec¬ 
tion 507 of the Federal Food, Drug, and 
Cosmetic Act. Requests for certification 
of such drugs for oral and parenteral 
administration should provide for label¬ 
ing information in accord with labeling 
guidelines developed on the basis of this 
reevaluation of the drugs and published 
in this announcement. These labeling 
guidelines are in accord with the con¬ 
cept of expressing indications for anti¬ 
biotic drugs in terms of the etiologic 
agent rather than the anatomic site of 
disease or common name of disease or 
in terms of disease conditions grouped 
in broad, vaguely worded, nonspecific 
language. This has resulted in classify¬ 
ing some indications as effective when 
stated in terms of the bacterial orga¬ 
nism causing an infection; indications 
stated otherwise are in general regarded 
as lacking substantial evidence of effec¬ 
tiveness. 

The above-named firms and any 
other holders of applications approved 
for drugs of the kinds described above 
are requested to submit, within 60 days 
following publication of this announce¬ 
ment in the Federal Register, supple¬ 
ments to their antibiotic applications to 
provide for revised labeling. Reasonable 
quantities of products affected by this 
announcement may be certified in the 
interim period prior to approval and use 
of such labeling. 

Batches of drugs which bear labeling 
with claims evaluated as possibly effec¬ 
tive (see “Effectiveness Classification" 
paragraphs below) and are otherwise in 
accord with the labeling conditions 
herein will be accepted for release or 
certification by the Food and Drug Ad¬ 
ministration for a period of 6 months 
from the publication date of this an¬ 
nouncement to allow any applicant to 
obtain and submit data to provide sub¬ 
stantial evidence of effectiveness of the 
drug for use in such conditions. 

Any person who w r ould be adversely 
affected by deletion of the claims for 
which the drugs lack substantial evi¬ 
dence of effectiveness, as described in 
this announcement, may, within 30 days 
following the publication date of this 


announcement, submit comments or per¬ 
tinent data bearing on the effectiveness 
of the drug for such use. 

I. Tetracycline for Oral 
Administration 

A. Effectiveness classification. The 
Food and Drug Administration has con¬ 
sidered the reports of the Academy, as 
well as other ava ; lable evidence, and 
concludes that tetracycline for oral 
administration: 

1. Is effective for the indications in 
the labeling guidelines which follow. 

2. Is possibly effective against C. diph- 
theriae, as adjunctive therapy with anti¬ 
toxin and routine established therapy. 

3. a. Lacks substantial evidence of 
effectiveness for its labeled indications: 
Pertussis: acute bacterial cholecystitis; 
and for d°rveri°s in unsterile fields. 

b. Further, in accordance with the 
concept of expressing indications for 
antibiotic drugs in terms of the bacterial 
organism causing the infection, indica¬ 
tions in the labeling of oral tetracycline 
products, where they connote either the 
site of disease or common name of di¬ 
sease, or disease conditions grouped in 
broad, vaguely worded language, are re¬ 
garded as lacking substantial evidence 
of effectiveness. These include the fol¬ 
lowing: bacterial meningitis caused by 
meningococcus, H influenzae, and other 
susceptible organisms; pneumococcal 
pneumonia; eye infections; pharyngitis; 
septic sore throat; tonsillitis (or follicu¬ 
lar tonsillitis); otitis media; otitis ex¬ 
terna; sinusitis; mastoiditis: a number 
of upper respiratory tract infections; 
bronchopulmonary infections; broncho¬ 
pneumonia: bronchitis or acute bron- 
citis; pneumonia (with and without 
bacteremia); other types of bacterial 
pneumonia; acute pyelonephritis; 
chronic pyelonephritis; pyelitis, cystitis; 
urethritis; genitourinary tract infec¬ 
tions; prostatitis; cellulitis; furunculosis; 
skin infections caused by susceptible 
bacteria; serious soft tissue infections; 
abscesses; epidermal abscesses; scarlet 
fever: bacillary dysentery, pustular der¬ 
matoses: nongonococcal or nonspecific 
urethritis; gastroenteritis: bacterial di¬ 
arrhea; gastrointestinal infections; pre¬ 
operative and postoperative preparations 
of the gastrointestinal tract; preopera¬ 
tive and postoperative prophylaxis for 
suppressing intestinal bacteria in surgery 
of the large intestine: preoperative and 
postoperative prophylaxis where surgery 
must be performed in the presence of 
infections or potential infection; osteo¬ 
myelitis; meningitis; purulent menin¬ 
gitis; bacterial infections located else¬ 
where in the nervous system; puerperal 
infections; salpingo-oophoritis; pelvic 
inflammatory disease; infections result¬ 
ing from incomplete abortion; peritoni¬ 
tis; infected wounds and incisions, 
surgical and dental preoperative ana 
postoperative prophylaxis of infection i 
contaminated fields; septicemia; su - 
acute bacterial endocarditis due to 
ceptaible organisms; subacute bacterial 
endocarditis produced by both 8^”}" 
negative and gram-positive 
sensitive to tetracycline; pancreatic no- 
rosis and infections associated " 
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pancreatic fibrosis; mixed bacterial 
Infections; agammaglobulinemia of hy¬ 
pogammaglobulinemia and recurring 
infections (in conjunction with gamma 
globulin); impetigo; laryngotracheitis; 
tracheobronchitis; infections of other 
sites; and diseases caused by tetracy¬ 
cline-sensitive organisms. 

B. Labeling conditions. Those parts of 
the labeling indicated below should be 
substantially as follows (optional addi¬ 
tional information applicable to the drug 
may be proposed under other appropriate 
paragraph headings and should follow 
the information given below): 

Description 

(Descriptive information to be Included by 
the manufacturer or distributor should be 
conlined to an appropriate description of the 
physical and chemical properties of the drug 
and the formulation.) 

Actions 

The tetracyclines are primarily bacterio¬ 
static and are thought to exert their anti¬ 
microbial efTect by the Inhibition of protein 
synthesis. Tetracyclines are active against a 
wide range of gram-negative and gram- 
positive organisms. 

The drugs in the tetracycline class have 
closely similar antimicrobial spectra, and 
cross-resistance among them appears com¬ 
plete. Micro-organisms may be considered 
highly sensitive if the M.T.C. (minimum In¬ 
hibitory concentration) is 0.5 mcg./ml. or 
less, moderately sensitive if the MJ.C. is 0.5 
to 2 mcg./ml. and slightly sensitive if the 
MJ.C. is 2 to 5 mcg./ml. 

Sensitivity plate testing: If the Kirby- 
Bauer method of disc sensitivity is used, a 30 
meg. tetracycline disc should give a zone of 
over 18 mm. when tested against a 
tetracycline-sensitive bacterial strain. 

Tetracyclines are readily absorbed and are 
bound to palsma proteins in varying degree. 
They are concentrated by the Uver in the 
bile and excreted In the urine and feces at 
high concentrations and in a biologically 
active form. 

Indications 

Many Strains of Bacteria Have Been Shown 
To Be Resistant to the Tetracyclines. These 
Include Streptococci, Staphylococci. Pneu¬ 
mococci, Gonococci, and Many Other Gram- 
Negative Organisms. Therefore. Culture and 
Sensitivity Testing Are Advised To Determine 
the Susceptibility of the Infecting Organisms 
to Tetracyclines. 

Tetracycline is indicated in infections 
caused by the following micro-organisms: 

Rickettsiae: Rocky Mountain spotted fever. 
Typhus fever and the typhus group, Q fever, 
Rickettsialpox, Tick fevers. 

Mycoplasma pneumoniae (PPLO, Eaton 
Agent), 

Agents of psittacosis and ornlthoeis, 

Agents of Lymphogranuloma venereum 
and Granuloma inguinale. 

The spirochetal agent of relapsing fever 

(B. recurrentis). 

The following gram-negative organisms: 

H ducreyi ( chancroid ), 

Past, pestis and tularensis, 

Bartonella bacilliformia, 

Bacveroides, 

Vibrio comma and V. fetus. 

Brucella organisms (in conjunction with 

streptomycin). 

The following gram-negative organisms, 
when bacterlologlc testing indicates appro¬ 
priate susceptibility to the drug: 

E. coli, 6 

A. aero genes. 

Shigella, 

Mima, Herellea, 


H. influenzae (respiratory infections), 
Klebsiella Infections, respiratory and 
urinary, 

The following gram-positive organisms 
when bacterlologlc testing Indicates appro¬ 
priate susceptibility to the drug: 

Anaerobic streptococcus, 

Streptococcus pyogenes (For upper res¬ 
piratory infections due to group A beta- 
hemolytic streptococcus, penicillin is the 
drug of choice). 

D. pneumoniae. 

Staphylococcus aureus, 

When penicillin Is contraindicated, tetra¬ 
cyclines are alternative drugs in the treat¬ 
ment of infections due to: 

N. gonorrhoeae and meningitidis, 

T. pallidum and pertenue (syphilis and 
yaws). 

Listeria monocytogenes, 

Clostridia. 

B. anthracis. 

Fusobacterlum (Vincent’s infection), 
Actinomyces. 

In acute intestinal amebiasis, the tetracy¬ 
clines may be a useful adjunct to amebicldes. 

In severe acne the tetracyclines may be 
useful adjunctive therapy. 

Tetracyclines are indicated in the treat¬ 
ment of trachoma, although the infectious 
agent is not always eliminated, as judged by 
immunofluorescence. 

Inclusion conjunctivitis may be treated 
with oral tetracyclines or with a combination 
of oral and topical agents. 

Contraindications 

This drug is contraindicated in persons 
who have shown hypersensitivity to any of 
the tetracyclines. 

Warnings 

The Use of Drugs of the Tetracycline Class 
During Tooth Development (Last Half of 
Pregnancy. Infancy and Childhood to the 
Age of 8 Years) May Cause Permanent Dis¬ 
coloration of the Teeth (Yellow-Gray- 
Brown) . This Adverse Reaction is More Com¬ 
mon During Long-Term Use of The Drugs 
But Has Been Observed Following Repeated 
Short-Term Courses. Enamel Hypoplasia Has 
Also Been Reported. Tetracycline Drugs, 
Therefore, Should Not be Used in This Age 
Group Unless Other Drugs Are Not Likely 
to be Effective or Are Contraindicated. 

If renal impairment exists, even usual oral 
or parenteral doses may lead to excessive 
systemic accumulation of the drug and pos¬ 
sible liver toxicity. Under such conditions, 
lower than usual doses are Indicated and. 
if therapy is prolonged, serum level determi¬ 
nations of the drug may be advisable. 

Photosensitivity manifested by an exag¬ 
gerated sunburn reaction has been observed 
in some Individuals taking tetracyclines. Pa¬ 
tients apt to be exposed to direct sunlight 
or ultra-violet light should be advised that 
this reaction can occur with tetracycline 
drugs, and treatment should be discontinued 
at the first evidence of skin erythema. 

As with other tetracyclines this drug forms 
a stable calcium complex In any bone-form¬ 
ing tissue. A decrease in the fibula growth 
rate has been observed in prematures given 
oral tetracycline in doses of 25 mg./kg. every 
6 hours. This reaction was shown to be re¬ 
versible when the drug was discontinued. 

The antianabolic action of the tetracycline 
may cause an increase in BUN. While this 
is not a problem in those with normal renal 
function, in patients with significantly im¬ 
paired function, higher serum levels of tetra¬ 
cycline may lead to azotemia, hyperphospha¬ 
temia. and acidosis. 

Precautions 

As with other antibiotics, use of this drug 
may result in overgrowth of nonsusceptlble 


organisms, including fungi. If superinfectlon 
occurs, appropriate therapy should be 
instituted. 

In venereal diseases when coexistent syph¬ 
ilis is suspected, darkfleld examination should 
be done before treatment is started and the 
blood serology repeated monthly for at least 
4 months. 

Because the tetracyclines have been shown 
to depress plasma prothrombin activity, pa¬ 
tients who are on anticoagulant therapy may 
require downward adjustment of their anti¬ 
coagulant dosage. 

In long-term therapy, periodic laboratory 
evaluation of organ systems, including hema¬ 
topoietic, renal and hepatic studies should 
be performed. 

All Infections due to Group A beta hemo¬ 
lytic streptococci should be treated for at 
least 10 days to decrease the likelihood of 
rheumatic fever or acute glomerulonephritis. 

Since bacteriostatic drugs may interfere 
with the bactericidal action of penicillin, it 
is advisable to avoid giving tetracycline in 
conjunction with penicillin. 

Adverse: Reactions 

Gastrointestinal: anorexia, nausea, vomit¬ 
ing. diarrhea, glossitis, dysphagia, entero¬ 
colitis, and inflammatory lesions (with mo¬ 
ndial overgrowth) in the anogenital region. 
These reactions have been caused by both 
the oral and parenteral administration of 
tetracyclines. 

Skin: maculopapular and erythematous 
rashes Exfoliative dermatitis has been re¬ 
ported but is uncommon. Photosensitivity is 
discussed above. (See “Warnings'*.) 

Renal toxicity: rise In BUN has been re¬ 
ported and is apparently dose related. (See 
“Warnings".) 

Hypersensitivity reactions: urticaria, an¬ 
gioneurotic edema, anaphylaxis, anaphylac¬ 
toid purpura, pericarditis and exacerbation of 
systemic lupus erythematosis. 

When given over prolonged periods, tetra¬ 
cyclines have been reported to produce 
brown-black microscopic discoloration of 
thyroid glands. No abnormalities of thyroid 
function studies are known to occur. 

Bulging fontanels have been reported in 
young infants following full therapeutic dos¬ 
age. This sign disappeared rapidly when the 
drug was discontinued. 

Blood: hemolytic anemia, thrombocyto¬ 
penia, neutropenia and eosinophllla have 
been reported. 

Concomitant therapy: Antacids contain¬ 
ing aluminum, calcium, or magnesium im¬ 
pair absorption and should not be given to 
patients taking oral tetracycline. 

Foods and some dairy products also In¬ 
terfere with absorption. Oral forms of tetra¬ 
cycline should be given 1 hour before or 2 
hours after meals. Pediatric oral dosage forms 
should not be given with milk formulas and 
should be given at least 1 hour prior to 
feeding. 

Dosage and Administration 

Adults: Usual daily dose, 1-2 Gm. divided 
in four equal doses, depending on the sever¬ 
ity of the infection. 

Children: Usual dally dose, 10-20 mg, (25- 
50 mg./kg.) per pound of body weight 
divided in four equal doses. 

Therapy should be continued for at least 
24-48 hours after symptoms and fever have 
subsided. 

For treatment of brucellosis, 500 mg. tetra¬ 
cycline four times dally for 3 weeks should 
be accompanied by streptomycin, 1 gram in¬ 
tramuscularly twice daily the first week and 
once daily the second week. 

For treatment of syphilis, a total of 30-40 
grams in equally divided doses over a period 
of 10-15 days should be given. Close followup, 
including laboratory tests. Is recommended. 
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n. Tetracycline for Intramuscular 
Administration 

A. Effectiveness classification. The 
Food and Drug Administration has con¬ 
sidered the reports of the Academy, as 
well as other available evidence, and 
concludes that tetracycline for intra¬ 
muscular administration : 

1. Is effective for the indications in the 
labeling guidelines which follow. 

2. Is possibly effective against C. diph- 
tlieriae, as adjunctive therapy with anti¬ 
toxin and routine established therapy. 

3. a. Lacks substantial evidence of ef¬ 
fectiveness for its claimed indications: 
pertussis and acute bacterial cholecys¬ 
titis. 

b. Further, in accordance with the 
concept of expressing indications for 
antibiotic drugs in terms of the bacterial 
organism causing the infection, indica¬ 
tions in the labeling of intramuscular 
tetracycline preparations, where they 
connote either site of disease or common 
name of disease, or disease conditions 
grouped in broad, vaguely worded lan¬ 
guage, are regarded as lacking substan¬ 
tial evidence of effectiveness. These in¬ 
clude the following: bacterial meningitis 
caused by meningococcus, H. influenzae, 
and other susceptible organisms; respi¬ 
ratory tract infections caused by pneu¬ 
mococci, staphylococci, streptococci, K. 
pneumoniae, H. influenzae, H. pertussis, 
Pasteurella tularensis, and mycoplasmae 
(PPLO); peritonitis caused by E. coli, 
enterococci, and staphylococci; pneu¬ 
mococcal pneumonia; pneumococcal 
lobar pneumonia; acute and chronic 
urinary tract infections caused by sus¬ 
ceptible staphylococci, streptococci, A. 
aerogenes, E. coli and mixed infections; 
streptococcal infections; scarlet fever; 
staphylococcal infections; impetigo; 
laryngo tracheitis; tracheobronchitis; 

pneumonia (with and without bactere¬ 
mia) ; acute bronchitis; septic sore 
throat; pharyngitis; sinusitis; prostati¬ 
tis; pyelonephritis; pyelitis; cystitis; 
cellulitis: furunculosis; acne: surgical 
and dental preoperative and postopera¬ 
tive prophylaxis of infection in con¬ 
taminated fields; agammaglobulinemia 
or hypogammaglobulinemia and recur¬ 
ring infections (in conjunction with 
gamma globulin); bacterial diarrhea; 
gastroenteritis; preoperative and post¬ 
operative prophylaxis where surgery 
must be performed in the presence of in¬ 
fection or potential infection; broncho¬ 
pneumonia; other types of bacterial 
pneumonia; tonsillitis: a number of up¬ 
per respiratory tract infections; otitis 
media; mastoiditis; bacterial infections 
located elsewhere in the nervous system; 
peritonitis; infected wounds and inci¬ 
sions; soft-tissue infection; skin infec¬ 
tions caused by susceptible bacteria; oste¬ 
omyelitis; puerperal infections; sal¬ 
pingo-oophoritis ; pelvic inflammatory 
disease; infections resulting from in¬ 
complete abortions; eye infections; 
gastrointestinal infections; septicemia 
(pneumococcal and staphylococcal); 
subacute bacterial endocarditis due to 
susceptible organisms; skin infections, 
including carbuncles, furunculosis, pus¬ 
tular eruptions, cellulitis, and acne 


(caused by staphylococci and strepto¬ 
cocci) ; subacute bacterial endocarditis 
caused by some gram-negative or¬ 
ganisms; preoperative and postoperative 
prophylaxis for suppressing intestinal 
bacteria in surgery of the large intestine; 
urethritis: bronchopulmonary infec¬ 

tions; otitis externa; chronic pyelone¬ 
phritis: genitourinary tract infections; 
purulent meningitis; abscesses; infec¬ 
tions asociated with pancreatic fibrosis; 
mixed bacterial infections; acute pye¬ 
lonephritis: bacillary dysentery; pustular 
dermatoses; and diseases caused by 
tetracycline-sensitive organisms. 

B. Labeling conditions. Those parts of 
the labeling indicated below should be 
substantially as follows (optional addi¬ 
tional information applicable to the drug 
may be proposed under other appro¬ 
priate paragraph headings and should 
follow the information given below): 

Description 

(Descriptive information to be included 
by the manufacturer or distributor should 
be confined to an appropriate description of 
the physical and chemical properties of the 
drug and the formulation.) 

Actions 

The tetracyclines are primarily bacterio¬ 
static and are thought to exert their anti¬ 
microbial effect by the inhibition of pro¬ 
tein synthesis. Tetracyclines are active 
against a wide range of gram-negative and 
gram-positive organisms. 

The drugs in the tetracycline class have 
closely similar antimicrobial spectra, and 
cross-resistance among them appears com¬ 
plete. Micro-organisms may be considered 
highly sensitive if the M.I.C. (minimum in¬ 
hibitory concentration) is 0.5 mcg./ml. or 
less, moderately sensitive if the M.I.C. is 0.5 
to 2.0 mcg./ml. and slightly sensitive if the 
M.I.C. is 2 to 5 mcg./ml. 

Sensitivity plate testing: If the Kirby- 
Bauer method of disc sensitivity is used, a 30 
meg. tertacycllne disc should give a zone of 
over 18 mm. when tested against a tetracy¬ 
cline-sensitive bacterial strain. The tetra¬ 
cyclines are bound to plasma proteins in 
varying degree. They are concentrated by the 
liver In the bile and excreted in the urine 
and feces at high concentrations and in a 
biologically active form. 

Indications 

Many Strains of Bacteria Have Been Shown 
To Be Resistant to the Tetracyclines. These 
Include Streptococci, Staphylococci, Pneumo¬ 
cocci, Gonococci, and Many Other Gram- 
Negative Organisms. Therefore. Culture and 
Sensitivity Testing Are Advised To Determine 
the Susceptibility of the Infecting Organisms 
to Tetracylines. 

Tetracycline is indicated in infections 
caused by the following microorganisms: 

Rickettsiae: Rocky Mountain spotted 
fever, Typhus fever and the typhus group, 
Q fever. Rickettsialpox, Tick fevers. 

Mycoplasma pneumoniae (PPLO, Eaton 
agent), 

Agents of psittacosis and ornithosis. 

Agents of Lymphogranuloma venereum and 
Granuloma inguinale, 

The spirochetal agent of relapsing fever 
( B. recurrentis). 

The following gram-negative organisms: 
H. ducreyi (chancroid). 

Past . pestis and tularensis, 

Bartonella bacilliformis, 

Bacteroldes, 

Vibrio comma and V. fetus, 

Brucella organisms (in conjunction with 
streptomycin). 


The following gram-negative organisms, 
when bacteriologic testing indicates appro¬ 
priate susceptibility to the drug: 

E. coli, 

A. aerogenes. 

Shigella, 

Mima. Herellea, 

H. influenzae (respiratory infections), 
Klebsiella infections, respiratory and uri¬ 
nary. 

The following gram-positive organisms 
when bacteriologic testing indicates appro¬ 
priate susceptibility to the drug: 

Anaerobic streptococcls, 

Streptococcus pyogenes (For upper respi¬ 
ratory infections due to group A beta- 
hemolytic streptococcus, penicillin is the 
drug of choice), 

D. pneumoniae. 

Staphylococcus aureus. 

When penicillin is contraindicated, tetra¬ 
cyclines are alternative drugs in the treat¬ 
ment of infections due to: 

N. gonorrheoae and meningitidis, 

T. pallidum and pertenue (syphilis and 
yaws). 

Listeria monocytogenes, 

Clostridia. 

B. anthracis, 

Fusobacterium (Vincent’s infection), 
Actinomyces. 

In acute intestinal amebiasis, the tetra¬ 
cyclines may be a useful adjunct to 
ameblcldes. 

Tetracyclines are indicated in the treat¬ 
ment of trachoma, although the infectious 
agent is not always eliminated, adjudged by 
immunofluorescence. 

Inclusion conjunctivitis may be treated 
with oral tetracyclines or with a combina¬ 
tion of oral and topical agents. 

Contr vindications 

This drug is contraindicated in persons who 
have shown hypersensitivity to any of the 
tetracyclines. 

Warnings 

The Use of Tetracyclines During Tooth 
Development (Last Half of Pregnancv, In¬ 
fancy. and Childhood to the Age of 8 Years! 
May Cause Permanent Discoloration of the 
Teeth (Yellow-Gray-Brown). This Adverse 
Reaction Is More Common During Long-Term 
Use of the Drugs But Has Been Observed 
Following Repeated Short-Term Courses. 
Enamel Hypolasia Has Also Been Reported. 
Tetracyclines. Therefore. Should Not Be Used 
in This Age Group Unless Other Drugs Are 
Not Likely To Be Effective or Are Contra¬ 
indicated. 

If renal Impairment exists, even usual oral 
or parenteral doses may lead to excessive 
systemic accumulation of the drug and 
possible liver toxicity. Under such condi¬ 
tions, lower than usual doses are indicated 
and, if therepy is prolonged, serum level 
deteminatlons of the drug may be advisable 
This hazard is of particular Importance in 
the parenteral administration of tetracyclines 
to pregnant or postpartum patients with 
pyelonephritis. When used under these cir¬ 
cumstances. the blood level should not ex¬ 
ceed 15 mlcrograms/ml. and liver function 
tests should be made at frequent intervals. 
Other potentially hepatotoxic drugs should 
not be prescribed concomitantly. 

(In the presence of renal dysfunction, par¬ 
ticularly In pregnancy, intravenous tetra¬ 
cycline therapy in daily doses exceeding 2 
grams has been associated with deaths due 
to liver failure.) 

Photosensitivity manifested by an ex¬ 
aggerated sunburn reaction has been ob¬ 
served in some individuals taking 
tetracyclines. Patients apt to be exposed 
to direct sunlight or ultra-violet light should 
be advised that this reaction can occur with 
tetracycline drugs, and treatment should be 
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discontinued at the first evidence of akin 

ervthema. 

As with other tetracyclines, this drug 
forms a stable calcium complex in any bone¬ 
forming tissue. A decrease in the fibula 
growth rate has been observed in prematures 
given oral tetracycline in doses of 25 mg/kg 
q 6 hours. This reaction was shown to be 
reversible when the drug was discontinued. 
The anti-anabolic action of the tetracyclines 
may cause an Increase in BUN. While this 
is not a problem in those with normal renal 
function, in patients with significantly im¬ 
paired function, higher serum levels of this 
drug may lead to azotemia, hyperphos¬ 
phatemia. and acidosis. 

Precautions 

As with all antibiotic preparations, use of 
this drug may result in overgrowth of non- 
susceptlble organisms, Including fungi. If 
superinfection occurs, the antibiotic should 
be discontinued and appropriate therapy 
instituted. 

When used in the tratment of gonorrhea, a 
darkfleld examination should be made of 
any lesion suggestive of syphilis before treat¬ 
ment is started, and serologic tests for 
syphilis should be made monthly for 
at least 4 months afterwards. 

Because the tetracyclines have been shown 
to depress plasma prothrombin activity, pa¬ 
tients who are on anticoagulant therapy 
may require downward adjustment of their 
anticoagulant dosage. 

In long-term therapy, periodic laboratory 
evaluation of organ systems, including 
hematopoietic, renal and hepatic studies 
should be performed. 

All infections due to Group A beta hemo¬ 
lytic streptococci should be treated for at 
least 10 days to prevent the occurrence of 
rheumatic fever or acute glomerulonephritis. 

Since bacteriostatic drugs may interfere 
with the bactericidal action of penicillin, it is 
advisable to avoid giving tetracycline In con¬ 
junction with penicillin. 

Adverse Reactions 

Local Irritation may be present after intra¬ 
muscular Injection. The injection should be 
deep, with care taken not to Injure the sciatic 
nerve nor inject lntravascularly. The par¬ 
enteral form should be replaced by oral 
tetracycline therapy as soon as feasible. 

Gastrointestinal: anorexia, nausea, vomit¬ 
ing, diarrhea, glossitis, dysphagia, enteroco¬ 
litis, and inflammatory lesions (with monlllal 
overgrowth) In the anogenital region. These 
reactions have been caused by both the oral 
and parenteral administration of tetra¬ 
cyclines. 

Skin: maculopapular and erythematous 
rashes. Exfoliative dermatitis has been re¬ 
ported but is uncommon. Photosensitivity is 
discussed above. (See •‘Warnings’*.) 

Renal toxicity: rise in BUN has been re¬ 
ported and is apparently dose related. (See 
“Warnings”.) 

Hypersensitivity reactions: urticaria, angio¬ 
neurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis, and exacerbation of 
systemic lupus erythematosls. 

When given over prolonged periods, tetra¬ 
cyclines have been reported to produce 
orown-black microscopic discoloration of 
thyroid glands. No abnormalities of thyroid 
Junction studies are known to occur. 

Dosage and Administration 

intramuscular administration. Adults: The 
usual dally dose is 250 mg. administered once 
every 24 hours or 300 mg. given In divided 
doses at 8- to 12-hour intervals. 

Children: 15-25 mg./kg. body weight up to 
°* 250 P er sing* 0 dally in- 
r ; l °n. Dosage may be divided and given at 
8- to 12-hour intervals. 


Intramuscular therapy should be reserved 
for situations in which oral therapy is not 
feasible or for initiating therapy when assur¬ 
ance of sustained therapeutic levels is 
required. 

The intramuscular administration of tetra¬ 
cycline produces lower blood levels than oral 
administration in the recommended dosages. 
Patients placed on intramuscular tetracy¬ 
clines should be changed to the oral dosage 
form as soon as possible. If rapid, high blood 
levels are needed, tetracyclines should be 
administered Intravenously. 

III. Tetracycline for Intravenous 
Administration 

A. Effectiveness classification. The 
Food and Drug Administration has con¬ 
sidered the reports of the Academy, as 
well as other available evidence, and con¬ 
cludes that tetracycline for intravenous 
administration: 

1. Is effective for the indications in the 
labeling guidelines which follow. 

2. Is possibly effective against C. diph- 
theriae, as ,'*.d1unctive therapy with anti¬ 
toxin and routine established therapy. 

3. a. Lack;, 'substantial evidence of effec¬ 
tiveness for Its claimed indications: per¬ 
tussis; and acute bacterial cholecystitis. 

b. Further, in accordance with the 
concept of expressing indications for 
antibiotic drugs in terms of the bacterial 
organism causing the infection, indica¬ 
tions in the labeling of intravenous 
tetracycline preparations, where they 
connote either the site of disease or 
common name of disease, or disease 
conditions grouped in broad, vaguely 
worded language are regarded as lack¬ 
ing substantial evidence of effective¬ 
ness. These include the following: 
Pneumococcal pneumonia; pneumococ¬ 
cal lobar pneumonia; bacterial men¬ 
ingitis caused by meningococcus, H. 
influenzae, and other susceptible or¬ 
ganisms; respiratory tract infections 
caused by pneumococci, staphylococci, 
streptococci, K. pneumoniae; H. influen¬ 
zae , H. pertussis, Pasteurella tularensis 
and mycoplasma fPPLO); urinary tract 
infections caused by E. coll, A. aero- 
genes, staphylococci, streptococci, gono¬ 
cocci, and mixed infections; peritonitis 
caused by E. coli, enterococci, and staph¬ 
ylococci; streptococcal infections; scar¬ 
let fever; staphylococcal infections; 
impetigo; laryngotracheitis; tracheo¬ 
bronchitis; pneumonia (with and with¬ 
out bacteremia); acute bronchitis; septic 
sore throat; pharyngitis- sinusitis; pros¬ 
tatitis; pyelonephritis; pyelitis; cystitis; 
cellulitis; furunculosis; acne: surgical 
and dental preoperative and post¬ 
operative prophylaxis of infection in con¬ 
taminated fields; agammaglobulinemia 
or hypogammaglobulinemia and recur¬ 
ring infections (in conjunction with 
gamma globulin); bacterial diarrhea; 
gastroenteritis; preoperative and post¬ 
operative prophylaxis where surgery 
must be performed in the presence of 
infection of potential Infection; bron¬ 
chopneumonia; other types of bac¬ 
terial pneumonia; tonsillitis; a num¬ 
ber of upper respiratory tract infec¬ 
tions; otitis media; mastoiditis; bac¬ 
terial infections located elsewhere in the 
nervous system; peritonitis; infected 


wounds and incisions; soft-tissue infec¬ 
tion; skin infections caused by suscep¬ 
tible bacteria; osteomyelitis; puerperal 
infections; salpingo-oophoritis; pelvic 
inflammatory disease; infections result¬ 
ing from incomplete abortions; eye in¬ 
fections; gastrointestinal infections; 
septicemia (pneumococcal and staphy¬ 
lococcal) ; subacute bacterial endocardi¬ 
tis due to susceptible organisms; skin 
infections, including carbuncles, fur¬ 
unculosis. pustular eruptions, cellulitis, 
and acne (caused by staphylococci and 
streptococci); subacute bacterial endo¬ 
carditis caused by some gram-negative 
organisms; preoperative and postopera¬ 
tive prophylaxis for suppressing intes¬ 
tinal bacteria in surgery of the large 
intestine; urethritis; bronchopulmonary 
infections; otitis externa; chronic pye¬ 
lonephritis; genitourinary tract infec¬ 
tions; purulent meningitis; abscesses; 
infections associated with pancreatic 
fibrosis; mixed bacterial infections; 
pustular dermatoses: bacillary dysen¬ 
tery; acute pyelonephritis. 

B. Labeling conditions. Those parts 
of the labeling indicated below should 
be substantially as follows (optional 
additional information applicable to the 
drug may be proposed under other ap¬ 
propriate paragraph headings and 
should follow the information given 
below); 

Description 

(Descriptive Information to be included 
by the manufacturer or distributor should 
be confined to an appropriate description 
of the physical and chemical properties of 
the drug and the formulation.) 

Actions 

The tetracyclines are primarUy bacterio¬ 
static and are thought to exert their anti¬ 
microbial effect by the inhibition of protein 
synthesis. Tetracyclines are effective against 
a wide range of gram-negative and gram- 
positive organisms. 

The drugs in the tetracycline class have 
closely similar antimicrobial spectra, and 
cross-resistance among them appears com¬ 
plete. Micro-organisms may be considered 
highly sensitive if the M.I.C. (minimum 
inhibitory concentration) Is 0.5 meg./ml. or 
less, moderately sensitive If the M.I.C. is 0.5 
to 2.0 mcg./ml. and slightly sensitive if the 
M.I.C. is 2 to 5 mcg./ml. 

Sensitivity plate testing: If the Kirby- 
Bauer method of disc sensitivity Is used, a 
30 meg. tetracycline disc should give a zone 
of over 18 mm. when tested against a 
tetracycline-sensitive bacterial strain. The 
tetracyclines are bound to plasma proteins 
in varying degree. They are concentrated by 
the liver in the bile and excreted in the 
urine and feces at high concentrations and 
in a biologically active form. 

Indications 

Many Strains of Bacteria Have Been 
Shown To Be Resistant to the Tetracyclines. 
These Include Streptococci, Staphylococci, 
Pneumococci, Gonococci, and Many Other 
Gram-Negative Organisms. Therefore, Cul¬ 
ture and Sensitivity Testing Are Advised To 
Determine the Susceptibility of the In¬ 
fecting Organisms to Tetracyclines. 

Tetracycline is indicated In Infections 
caused by the following micro-organisms: 

Rickettsiae: Rocky Mountain spotted 
fever, Typhus fever and the typhus group. Q 
fever. Rickettsialpox, Tick fevers. 
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Mycoplasma pneumoniae (PPLO, Eaton 
agent), 

Agents of psittacosis and ornithosis, 

Agents of Lymphogranuloma venereum and 
Granuloma inguinale, 

The spirochetal agent of relapsing fever 
(B. recurrentis). 

The following gram-negative organisms: 

H. ducreyi (chancroid). 

Past, pestis and tularensis, 

Bartonella bacilliformia, 

Bacteroidea, 

Vibrio comma and V. fetus. 

Brucella organisms (in conjunctive with 
streptomycin). 

The following gram-negative organisms, 
when bacterlologic testing indicates high 
sensitivity to the drug: 

E. coli, 

A. aerogenes, 

Shigella, 

Mina, Herellea, 

H. influenzae (respiratory Infections), 
Klebsiella infections, respiratory and 
urinary. 

The following gram-positive organisms 
when bacterlologic testing indicates high 
sensitivity to the drug: 

Anaerobic streptococcus, 

Streptococcus pyogenes (For upper respira¬ 
tory infections due to group A*beta-hemolytic 
streptococcus, penicillin is the drug of 
choice), 

D. pneumoniae. 

Staphylococcus aureus. 

When penicillin is contraindicated, tetra¬ 
cyclines are alternative drugs in the treat¬ 
ment of Infections due to: 
jV gonorrhoeae, 

T. pallidum and pertenue (syphilis and 
yaws), 

Listeria monocytogenes, 

C. diphtheriae , as adjunctive therapy with 
antitoxin. 

Clostridia, 

B. anthracis, 

Pusobacterium (Vincent's Infection), 
Actinomyces. 

In acute intestinal amebiasis, the tetra¬ 
cyclines may be a useful adjunct to ame- 
nicides. 

Tetracyclines are indicated in the treat¬ 
ment of trachoma, although the infectious 
agent is not always eliminated, as Judged by 
lmmofluorescence. 

In deep-seated infections, such as osteo¬ 
myelitis due to staphylococcus, bactericidal 
antibiotics are preferable to tetracycline. 

Contraindications 

This drug is contraindicated in persons who 
have shown hypersensitivity to any of the 
tetracyclines. 

Warnings 

In the Presence of Renal Dysfunction. Par¬ 
ticularly in Pregnancy. Intravenous Tetracy¬ 
cline Therapy in Dally Doses Exceeding 2 
Grams Has Been Associated With Deaths 
Through Liver Failure. 

When the need for intensive treatment out¬ 
weighs its potential dangers (mostly during 
pregnancy or in individuals with known or 
suspected renal or liver impairment), it is 
advisable to perform renal and liver func¬ 
tion tests before and during therapy. Also, 
tetracycline serum concentrations should be 
followed. 

If rennl impairment exists, even usual 
oral or parenteral doses may lead to exces¬ 
sive systemic accumulation of the drug and 
possible liver toxicity. Under such condi¬ 
tions, lower than usual doses are indicated, 
end if therapy is prolonged, serum level 
determinations of the drug may be advis- 
ble. This hazard is of particular importance 
*n the parenteral administration of tetra¬ 
cyclines to pregnant or postpartum patients 
with pyelonephritis. When used under these 
circumstances, the blood level should not 


exceed 15 micrograms/ml. and liver function 
tests should be made at frequent intervals. 
Other potentially hepatotoxic drugs should 
not be prescribed concomitantly. The Use 
of Tetracyclines During Tooth Development 
(Last Half of Pregnancy, Infancy, and 
Childhood to the Age of 8 Years) May Cause 
Permanent Discoloration of the Teeth 
(Yellow-Gray-Brown). Tills Adverse Reac¬ 
tion Is More Common During Long-Term 
Use of the Drugs But Has Been Observed 
Following Repeated Short-Term Courses. 
Enamel Hvpoplasls Has Also Been Reported. 
Tetracyclines, Therefore , Should. Not Be 
Used in This Age Group Unless Other Drugs 
Are Not Likely To Be Effective or Are 
Contraindicated. 

Photosensitivity manifested by an exag¬ 
gerated sunburn reaction has been observed 
in some Individuals taking tetracyclines. 
Patients apt to be exposed to direct sun¬ 
light or ultraviolet light should be advised 
that this reaction can occur with tetracycline 
drugs, and treatment should be discontinued 
at the first evidence of skin erythema. 

As with other tetracyclines this drug 
forms a stable calcium complex In any bone¬ 
forming tissue. A decrease in the fibula 
growth rate has been observed in prematures 
given oral tetracycline in doses of 25 
mg./kg./q. 6 hours. This reaction was shown 
to be reversible when the drug was 
discontinued. 

The anti-anabolic action of the tetra¬ 
cyclines may cause an Increase in BUN. 
While this Is not a problem in those with 
normal renal function, in patients with sig¬ 
nificantly impaired function, higher serum 
levels of this drug may lead to azotemia, 
hyperphosphatemia, and acidosis. 

ParcAUTioNs 

As with all antibiotic preparations, use of 
this drug may result In overgrowth of non- 
susceptible organisms, including fungi. If 
superinfection occurs, the antibiotic should 
be discontinued and appropriate therapy 
instituted. 

When used In the treatment of gonorrhea, 
a darkfteld examination should be made of 
any lesion suggestive of syphilis before treat¬ 
ment is started, and serologic tests for 
syphilis should be made monthly for at least 
4 months afterwards. 

Because the tetracyclines have been shown 
to depress plasma prothrombin activity, pa¬ 
tients who are on anticoagulant therapy may 
require downward adjustment of their anti¬ 
coagulant dosage. 

In long-term therapy, periodic laboratory 
evaluation of organ systems. Including hema¬ 
topoietic, renal, and hepatic studies should 
be performed. 

All infections due to Group A beta hemo¬ 
lytic streptococci should be treated for at 
least 10 days to prevent the occurrence of 
rheumatic fever or acute glomerulonephritis. 

Since bacteriostatic drugs may interfere 
with the bactericidal action of penicillin, it 
is advisable to avoid giving tetracycline in 
conjunction with penicillin. 

Adverse Reactions 

Gastrointestinal: anorexia, nausea, vomit¬ 
ing. diarrhea, glossitis, dysphagia, entero¬ 
colitis, and inflammatory lesions (with 
monllial overgrowth) in the anogenital re¬ 
gion. These reactions have been caused by 
both the oral and parenteral administration 
of tetracyclines. 

Skin: Maculopapular and erythematous 
rashe 3 . Exfoliative dermatitis has been re¬ 
ported but is uncommon. Photosensitivity is 
discussed above. (See “Warnings”.) 

Hypersensitivity reactions: Urticaria, an¬ 
gioneurotic edema, anaphylaxis, anaphylac¬ 
toid purpura, pericarditis, and exacerbation 
of systemic lupus erythematosis. 


Bulging fontanels have been reported in 
young infants following full therapeutic 
dosage. This sign disappeared rapidly when 
the drug was discontinued. 

Blood: Hemolytic anemia, thrombocyto¬ 
penia. neutropenia, and eosinophllla have 
been reported. 

When given over prolonged periods, tetra¬ 
cyclines have been reported to produce 
brown-black microscopic discoloration of 
thyroid glands. No abnormalities of thyroid 
function studies are known to occur. 

Dosage and Administration 

Note: Rapid administration is to be 
avoided. Parenteral therapy is indicated only 
when oral therapy is not adequate or toler¬ 
ated. Oral therapy should be instituted as 
soon as possible. If Intravenous therapy Is 
given over prolonged periods of time, throm¬ 
bophlebitis may result. 

Adults: The usual adult dose is 250 to 500 
mg. every 12 hours, and should not exceed 
500 mg. every 6 hours. The drug may be dis¬ 
solved and then diluted in 100-1.000 cc. of 
Dextrose 5 percent in water. Isotonic Sodium 
Chloride Solution or Ringer’s solution, but 
not in other solutions containing calcium 
(a precipitate may form). 

Children: The usual dose is 12 mg./kg. day, 
divided mto 2 doses, but from 10 to 20 mg./ 
kg./day may be given, depending on the 
severity of the infection. 

IV. OXYTETRACYCLINE FOR ORAL 

Administration 

A. Effectiveness classification. The 
Food and Drug Administration has con¬ 
sidered the reports of the Academy, as 
well as other available evidence, and con¬ 
cludes that oxytetracycline for oral 
administration: 

1. Is effective for the indications in the 
labeling guidelines which follow. 

2. Ls possibly effective in C. diphthe¬ 
riae, as adjunctive therapy with anti¬ 
toxin: and tuberculosis, as an accessory 
drug, particularly when resistance or 
poor toleration to specific antituberculo- 
sis drugs has developed. 

3. a. Lacks substantial evidence of ef¬ 
fectiveness for its cla med Indications: 
laryngotracheitis: acute infectious croup; 
whooping cough (H. pertussis ); prophy¬ 
laxis against, and therapy of, infections 
complicating wounds, burns, and surgi¬ 
cal procedures; infections caused by spe¬ 
cies of salmonella, including typhoid 
fever: tracheobronchitis; an antibacte¬ 
rial cover in virus infections of the res¬ 
piratory tract, including influenza and 
primary atypical pneumonia; enteroco¬ 
litis; acute cholecystitis or acute 
diverticulitis when due to susceptible 
organisms; paronychia; leptospirosis, 
and other infections caused by pneumo¬ 
cocci, streptococci, susceptible staphylo¬ 
cocci, gonococci, meningococci. E. col*, 
A. aerogenes, bacterioides. species of -hi* 
gella, and Salmonella. 

b. Further, in accordance with uie 
concept of expressing indications for 
antibiotic drugs in terms of the bacteru 
organism causing the infection. i^dica- 
tions in the labeling of oral oxytetra- 
cycline preparations, where they conno 
either site of disease or common name oi 
disease, or disease conditions grouped 
broad, vaguely worded language, are ie- 
garded as lacking substantial evidence o 
effectiveness. These include the " 
ing: Pneumonia caused by susceptive 
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strains of staphylococci, streptococci, 
Hemophilus influenzae, Klebsiella pneu¬ 
monia (Friedlander’s pneumonia), mixed 
flora, or enteric bacilli; tonsillitis; phar¬ 
yngitis; otitis media; mastoiditis (with 
and without appropriate surgical proce¬ 
dures); lung abscesses; sinusitis; bron¬ 
chitis (or acute bronchitis); bronchio¬ 
litis; empyema; pulmonary infections 
associated with pancreatic insufl&ciency; 
pyelonephritis and other urinary tract 
infections caused by streptococci, suscep¬ 
tible staphylococci, E. coli, Aerobacter 
aerogenes , or mixed organisms: prophy¬ 
laxis against, and treatment of, infec¬ 
tions complicating obstetric and gyneco¬ 
logic procedures; reduction or suppres¬ 
sion of susceptible colonic bacterial flora 
in preparation for surgery of the large 
bowel; osteomyelitis; cellulitis; abscess¬ 
es; furuncles; carbuncles; lymphadenitis; 
prophylaxis and treatment of oral and 
dental infections caused by susceptible 
organisms; prophylaxis against infec¬ 
tions complicating wounds, bums, and 
surgical procedures; mixed bacterial 
pneumonias (sensitive Staph, aureus, 
N. catarrhalis, Strep, hemolyticus. Strep, 
viridans, D. pneumoniae, and H. influ¬ 
enzae ); ophthalmic infections; wound 
infections; streptococcal infections, with 
and without bacteremia (including acute 
follicular tonsillitis, septic sore throat, 
pharyngitis, urinary tract infections and 
meningitis); many staphylococcal infec¬ 
tions. with and without bacteremia (in¬ 
cluding furunculosis, cellulitis, septi¬ 
cemia, abscesses, impetigo, chronic pur¬ 
ulent otitis media, sinusitis, infections, 
and urinary tract infections); acute 
gonococcal infections (when penicillin 
is contraindicated); H. influenzae ; sub¬ 
acute bacterial endocarditis resistant to 
penicillin; bronchopneumonia; upper 
respiratory infections such as 1 aryngo- 
tracheitis; pharyngitis, laryngotrache- 
obronchitis, tonsillitis, and acute infec¬ 
tious croup; infections associated with 
acute pancreatitis; infectious arthritis 
caused by susceptible organisms; fol¬ 
liculitis; erysipelas; impetigo, ecthyma; 
pyoderma; infected dermatitis and der¬ 
matoses; lyphangitis; cystis; pyelitis; 
pyelonephritis; ureteritis; prostatitis; 
orchitis; epididymitis; seminal vesiculi¬ 
tis and other genitourinary infections 
caused by susceptible organisms; mas¬ 
titis; post partum infections; infected 
abortion; cervicitis; adnexitis; parame¬ 
tritis; endometritis; pelvic peritonitis; 
vaginitis; bartholinitis; perineal infec¬ 
tions; acute and chronic blepharitis; 
conjunctivitis; blepharoconjunctivitis; 
corneal ulcer; superficial and interstitial 
keratis; keratoconjunctivitis; infected 
acne rosacea keratitis; sclerokeratitis; 
scleritis; episcleritis; infected herpes 
zoster ophthalmicus; dacryocystitis; 
ophthalmia neonatorum; other suscepti¬ 
ble ophthalmic infections; prophylaxis 
before ophthalmic surgical procedures; 
infections of the external ear canal; 
septicemia; bacteremia; as an antibac- 
cover in susceptible individuals 
curing bacteremic states associated with 
oacterial endocarditis, rheumatic fever, 
nephrosis, or cystic fibrosis of the pan¬ 
creas; scarlet fever, pneumococcal 


pneumonia (with and without bac¬ 
teremia) ; bronchiectasis (or chronic 
bronchiectasis); nonspecific urethritis; 
gonorrheal urethritis; opthalmia caused 
by gonococci, staphylococci, H. influen¬ 
zae, or other susceptible organisms; 
meningeal infections caused by men¬ 
ingococci; K. pneumoniae, H. influenzae , 
and other susceptible organisms; pin- 
worm; urinary tract infections due to 
oxytetracycline sensitive organisms in¬ 
cluding E. coli, A. aerogenes, and sensi¬ 
tive Staph, aureus; acute infections due 
to E. coli and A. aerogenes including 
septicemia, cellulitis, diffuse broncho¬ 
pneumonia, post partum endometritis, 
and urinary tract infections; intestinal 
ambiasis; listeriosis; and peritonitis. 

B. Labeling conditions. Those parts of 
the labeling indicated below should be 
substantially as follows (optional addi¬ 
tional information applicable to the drug 
may be proposed under other appropriate 
paragraph headings and should follow 
the information given below); 

Description 

(Descriptive Information to be included by 
the manufacturer or distributor should be 
confined to an appropriate description of the 
physical and chemical properties of the drug 
and the formulation.) 

Actions 

The oxytetracydines are primarily bacteri¬ 
ostatic and are thought to exert their anti¬ 
microbial effect by the Inhibition of protein 
synthesis. Oxytetracyclines are active against 
a wide range of gram-negative and gram- 
positive organisms. 

The drugs in the tetracycline class have 
cloeely similar antimicrobial spectra, and 
cross-resistance among them appears com¬ 
plete. Micro-organisms may be considered 
highly sensitive if the MJ.C. (minimum 
Inhibitory concentration) is 0.6 mcg./ml. or 
less, moderately sensitive if the M.I.C. is 0.5 
to 2.0 mcg./ml. and slightly sensitive if the 
M.I.C. is 2 to 5 mcg./ml. 

Sensitivity plate testing: A tetracycline 
disc may be used to determine microbial 
sensitivity to any drugs in the tetracycline 
class. If the Kirby-Bauer method of disc 
sensitivity is used a 30 meg. tetracycline disc 
should give a zone of over 18 mm. when 
tested against a oxytetracycline-sensitlve 
bacterial strain. 

Tetracyclines are readily absorbed and are 
bound to plasma proteins in varying degrees. 
They are concentrated by the liver in the bile 
and excreted in the urine and feces at high 
concentrations and in a biologically active 
form. 

Indications 

Many strains of bacteria have been shown 
to be resistant to the oxytetracyclines. These 
include streptococci, staphylococci, pneumo¬ 
cocci. gonococci and many other gram-nega¬ 
tive organisms. Therefore, culture and sensi¬ 
tivity testing are advised to determine the 
susceptlbiUty of the infecting organisms to 
oxytetracyclines. 

(The remainder of the "indications" sec¬ 
tion should be the same as oral tetracycline 
labeling.) 

Contraindications 

(This should be identical to oral tetra¬ 
cycline labeling.) 

Warnings 

(This should be identical to oral tetra¬ 
cycline labeling.) 


Precautions 

(This should be identical to oral tetra¬ 
cycline labeling.) 

Adverse Reactions 

(This should be identical to oral tetra¬ 
cycline labeling.) 

Dosage and Administration 

(This should be identical to oral tetra¬ 
cycline labeling.) 

V. Oxytetracycline for Intravenous 
Administration 

A. Effectiveness classification. The 
Food and Drug Administration has con¬ 
sidered the reports of the Academy, as 
well as other available evidence and con¬ 
cludes that oxytetracycline for intra¬ 
venous administration: 

1. Is effective for the indications in the 
labeling guidelines which follow. 

2. Is possibly effective against C. diph - 
theriae as adjunctive therapy with 
antitoxin. 

3. In accordance with the concept of 
expressing indications for antibiotic 
drugs in terms of the bacterial organism 
causing the infection, indications in the 
labeling of oxytetracycline preparations 
for intravenous administration, where 
they connote either the site of disease or 
common name of disease, or disease con¬ 
ditions grouped in broad, vaguely worded 
language, are regarded as lacking sub¬ 
stantial evidence of effectiveness. These 
include the following: Peritonitis; strep¬ 
tococcal infections due to most strains 
of hemolytic and nonhemolytic strepto¬ 
cocci, including the enterococci (Strep, 
fecalis ); staphylococcal infections, with 
and without bacteremia (including 
staphylococcal sepsis and subacute bac¬ 
terial endocarditis); acute infections due 
to E. coli, A. areogenes, K. pneumoniae 
and other oxytetracycline-susceptible 
organisms; surgical infections; cellulitis; 
abscesses; wound infections; other soft 
tissue infections; lymphangitis due to 
Staphylococcus aureus. Streptococcus 
hemolyticus, or other oxytetracycline- 
susceptible organisms; reduction of fecal 
flora preoperative and postoperatively; 
and pneumococcal infections, with and 
without bacteremia; pneumococcal 
pneumonia; peritonitis, and meningitis. 

B. Labeling conditions. Those parts of 
the labeling indicated below should be 
substantially as follows (optional addi¬ 
tional information applicable to the drug 
may be proposed under other appropriate 
paragraph headings and should follow 
the information given below): 

Description 

(Descriptive information to be included 
by the manufacturer or distributor should 
be confined to an "appropriate description of 
the physical and chemical properties of the 
drug and the formulation.) 

Actions 

OxytetracycUne. like the other tetracy¬ 
clines. is primarily bacteriostatic and is 
thought to exert its antimicrobial effect by 
the inhibition of protein synthesis. Tetracy¬ 
clines are active against a wide range of 
gTam-negative and gram-positive organisms. 
When bacteriologic studies and sensitivity 
testing indicate that the infecting organisms 
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are susceptible to the action of tetracyclines, 
they are usually effective. All the drugs in 
the tetracycline class have closely similar 
antimicrobial spectra, and cross-resistance 
among them appears complete. Micro-orga¬ 
nisms may be considered highly sensitive If 
the M.I.C. (minimum inhibitory concentra¬ 
tion) is 0.5 meg./ml. or less, moderately sensi¬ 
tive if the M.I.C. is 0.5 to 2.0 mcg./ml. and 
slightly sensitive if the M.I.C. is 2 to 5 meg./ 
ml. 

Sensitivity plate testing: If the Kirby- 
Bauer method of disc sensitivity is used, a 
30 meg. oxytetracycline (or tetracycline) disc 
should give a zone of over 18 mm. when 
tested against an oxytetracycline-sensitlve 
bacterial strain. 

Tetracycline drugs are bound to plasma 
proteins in varying degree. They are concen¬ 
trated by the liver in the bile and excreted 
in the urine and feces at high concentrations 
and in a biologically active form. 

Indications 

(This should be Identical to intravenous 
tetracycline labeling.) 

Contraindications 

(This should be identical to intravenous 
tetracycline labeling.) 

Warnings 

(This should be identical to intravenous 
tetracycline labeling.) 

Precautions 

(Tills should be Identical to Intravenous 
tetracycline labeling.) 

Adverse Reactions 

(Tills should be identical to intravenous 
tetracycline labeling.) 

Dosage and Administration 

Note: Rapid administration is to be 
avoided. Parenteral therapy is indicated only 
when oral therapy is not adequate or toler¬ 
ated. Oral therapy should be instituted as 
soon as possible. If intravenous therapy is 
given over prolonged periods of time, throm¬ 
bophlebitis may result. 

Adults: If in powder form, dissolve oxy- 
tetracycline powder in 10 cc. water for Injec¬ 
tion U.S.P. or 5 percent Dextrose Injection 
U.S.P. Then redllute. to make at least 100 
cc. Dextrose 6 percent in water. Isotonic 
Sodium Chloride Solution or Ringer’s solu¬ 
tion may be used. The usual adult dose is 
250 to 500 mg. every 12 hours and should not 
exceed 500 mg. every 6 hours. 

Children: The usual dose is 12 mg./kg./ 
day, divided into two doses, but from 10 to 20 
mg./kg./day may be given, depending on 
the severity of the infection. 

VI. OXYTETRACYCLINE FOR INTRAMUSCULAR 
Administration 

A. Effectiveness classification. The 
Food and Drug Administration has con¬ 
sidered the reports of the Academy, as 
well as other available evidence, and 
concludes that oxytetracycline for intra¬ 
muscular administration: 

1. Is effective for the indications in the 
labeling guidelines which follow. 

2. Is possibly effective against C. 
diphtheriae . as adjunctive therapy with 
antitoxin. 

3. a. Lacks substantial evidence of 
effectiveness for its claimed indications: 
Laryngotracheobronchitis; whooping 
cough; enterocolitis; salmonellosis; 
acute cholecystitis or acute diverticulitis 
when due to susceptible organisms; and 
leptospirosis. 


b. Further, in accordance with the 
concept of expressing indications for 
antibiotic drugs in terms of the bacterial 
organism causing the infection, indica¬ 
tions in the labeling of oxytetracycline 
for intramuscular administration, where 
they connote either site of disease or 
common name of disease, or disease con¬ 
ditions grouped in broad^ vaguely worded 
language, are regarded as lacking sub¬ 
stantial evidence of effectiveness. These 
include the following: pharyngitis; ton¬ 
sillitis; scarlet fever; bronchiolitis; 
pneumonia caused by susceptible strains 
of staphylococci; pneumonia caused by 
Klebsiella pneumoniae; otitis media; 
mastoiditis (with appropriate surgical 
procedure); sinusitis; conjunctivitis; 
superficial keratitis; acute trachoma; 
cholera; infections associated with acute 
pancreatitis; nonobstructive urinary 
tract infections caused by susceptible 
organisms (streptococci, some strains of 
staphylococci, coli-aerogenes bacilli, and 
mixed infections); pyelonephritis; ure¬ 
teritis; cystitis; prostatitis; orchitis; epi¬ 
didymitis; seminal vesiculitis; furuncles; 
carbuncles; acne vulgaris (pustular 
phase); impetigo; ecthyma; erysipelas; 
infected dermatitis and dermatoses; bac¬ 
teremia associated with skin infections; 
cervicitis; parametritis; endometritis; 
salpingitis; pelvic peritonitis; bartholin¬ 
itis; perineal infections; puerperal sep¬ 
sis; infected traumatic and surgical 
wounds; cellulitis; abscesses, osteomye¬ 
litis; infections arthritis caused by sus¬ 
ceptible organisms; prophylaxis and 
treatment of bacteremia and bacterial 
endocarditis, depending on the suscepti¬ 
bility of the causitive organisms (gram¬ 
positive cocci, coli-aerogenes bacilli, and 
bacteroides are principal pathogens); 
pneumococcal pneumonia (with and 
without bacteremia); bacillary dysen¬ 
tery; chancroid; Lymphogranuloma ve¬ 
nereum; gonorrheal urethritis; bronchi¬ 
ectasis; nonspecific urethritis; pneu¬ 
monia caused by streptococci; and 
peritonitis. 

B. Labeling conditions. Those parts of 
the labeling indicated below should be 
substantially as follows (optional addi¬ 
tional information applicable to the drug 
may be proposed under other appropriate 
paragraph headings and should follow 
the information given below): 

Description 

(Descriptive information to be included by 
the manufacturer or distributor should be 
confined to an appropriate description of the 
physical and chemical properties of the drug 
and the formulation.) 

Actions 

Oxytetracycline, like the other tetracy¬ 
clines, is primarily bacteriostatic and is 
thought to exert its antimicrobial effect 
by the inhibition of protein synthesis. 
Tetracyclines are active against a wide range 
of gram-negative and gram-positive organ¬ 
isms. When bacteriologlc studies and sensi¬ 
tivity testing indicate that the infecting or¬ 
ganisms are susceptible to the action of tetra¬ 
cyclines, they are usually effective. All the 
drugs in the tetracycline class have closely 
similar antimicrobial spectra, and cross¬ 
resistance among them appears complete. 
Micro-organisms may be considered highly 
sensitive if the M.I.C. (minimum inhibitory 


concentration) is 0.5 mcg./ml. or less, mod¬ 
erately sensitive if the M.I.C. is 0.5 to 2.0 
mcg./ml. and slightly sensitive if the M.I.C, 
is 2 to 5 mcg./ml. 

Sensitivity plate testing: If the Kirby- 
Bauer method of disc sensitivity is used, a 30 
meg. oxytetracycline (or tetracycline) disc 
should give a zone of over 18 mm. when 
tested against an oxytetracycline-sensitlve 
bacterial strain. 

Tetracycline drugs are bound to plasma 
proteins in varying degree. They are concen¬ 
trated by the liver in the bile and excreted 
in the urine and feces at high concentrations 
and in a blologicaUy active form. 

Indications 

(This should be identical to Intramuscular 
tetracycline labeling.) 

Contraindications 

(This should be identical to intramuscular 
tetracycline labeling.) 

Warnings 

(This should be identical to intramuscular 
tetracycline labeling.) 

Precautions 

(This should be Identical to intramuscular 
tetracycline labeling.) 

Adverse Reactions 

(Tills should be identical to intramuscular 
tetracycline labeling.) 

Dosage and Administration 

Adults: The usual dally dose is 250 mg. 
administered once every 24 hours or 300 mg. 
given in divided doses at 8- to 12-hour 
intervals. 

Children: 1&-25 mg./kg. body weight up to 
a maximum of 250 mg. per single doily injec¬ 
tion. Dosage may be divided and given at 8- 
to 12-hour intervals. 

Intramuscular therapy should be reserved 
for situations in which oral therapy is not 
feasible or for initiating therapy when assur¬ 
ance of sustained therapeutic levels is 
required. 

The intramuscular administration of oxy¬ 
tetracycline produces lower blood levels than 
oral administration In the recommended 
dosages. Patients placed on intramuscular 
oxytetracycline should be changed to the oral 
dosage form as soon as possible. If rapid, 
high blood levels are needed, oxytetracycline 
should be administered intravenously. 

VII. Chlortetracycline for Oral 
Administration 

A. Effectiveness classification. The 
Food and Drug Administration has con¬ 
sidered the reports of the Academy, as 
well as other available evidence, and 
concludes that chlortetracycline for oral 
administration: 

1. Is effective for the indications in the 
labeling guidelines which follow. 

2. a. Lacks substantial evidence of ef¬ 
fectiveness for its claimed indications: 
Acute laryngotracheobronchitis and 
laryngotracheitis; acute infectious croup 
(nondiphtheritic); acute extraintestinal 
amebic infections; amebic hepatitis and 
amebic abscess with surgery; subacute 
bacterial endocarditis produced by cer¬ 
tain gram-negative or gram-positive bac¬ 
teria susceptible to the action of chlor¬ 
tetracycline; and whooping cough. 

b. Further, in accordance with the con¬ 
cept of expressing indications for anti¬ 
biotic drugs in terms of the bacterial or¬ 
ganism causing the infection, indications 
in the labeling of chlortetracycline for 
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oral administration, where they connote 
either site of disease or common name of 
disease, or disease conditions grouped 
in broad, vaguely worded language, are 
regarded as lacking substantial evidence 
of effectiveness. These include the fol¬ 
lowing: treatment of bacillary infections 
produced by E. coli, including urinary 
tract infections: pneumococcal infec¬ 
tions: Clostridium perfringens infec¬ 
tions: secondary bacterial complications 
associated with primary atypical pneu¬ 
monia psittacosis; beta-hemolytic strep¬ 
tococcal infections: bacillary infections 
produced by A. aerogenes, or K. pneu¬ 
moniae; bacillary dynsentery; uninary 
tract infections produced by E. coli, A. 
aerogenes, staphylococci, or streptococci; 
acute bronchitis; acute bronchiolitis; 
otitis media; mastoiditis; peritonitis; 
meningitis; abscesses, with surgical ther¬ 
apy; acute intestinal infections; min- 
ingococcal infections; spirochetal infec¬ 
tions; infections caused by susceptible 
staphylococci; infections caused by sus¬ 
ceptible streptococci; meningitis caused 
by H. influenzae; suppression of bac¬ 
terial growth in the stool as preoperative 
and postoperative prophylactic measure 
in surgery of the large intestine; pro¬ 
phylaxis in puerperal sepsis; prevent de¬ 
velopment of rheumatic fever or glomer¬ 
ulonephritis in streptococcal infections; 
bronchopulmonary infections; pneumo¬ 
nia; subacute bacterial endocarditis; 
genitourinary infection; mixed bacterial 
infection; surgical preoperative and 
postoperative prophylaxis; puerperal 
sepsis; and dental preoperative and post¬ 
operative prophylaxis. 

B. Labeling conditions. Those parts of 
the labeling indicated below should be 
substantially as follows (optional addi¬ 
tional information applicable to the drug 
may be proposed under other appropri¬ 
ate paragraph headings and should fol¬ 
low the information given below): 

Description 

(TliU should be identical to oral tetra¬ 
cycline labeling.) 

Action 

(This should be identical to oral tetra¬ 
cycline labeling.) 

Indications 

(This should be identical to oral tetra¬ 
cycline labeling.) 

Contraindications 

(Tills should be Identical to oral tetra¬ 
cycline labeling.) 

Warnings 

(This should be Identical to oral tetra¬ 
cycline labeling.) 

Precautions 

(This should be identical to oral tetra¬ 
cycline labeling.) 

Adverse Reactions 

(This should be identical to oral tetra¬ 
cycline labeling.) 

Dosage and Administration 

(This should be identical to oral tetra¬ 
cycline labeling.) 

VIII. Chlortetracycline for Intra¬ 
venous Administration 

A Effectiveness classification . The 

ooci and Drug Administration has con¬ 


sidered the reports of the Academy, as 
well as other available evidence, and con¬ 
cludes that chlortetracycline for intra¬ 
venous administration: 

1. Is effective for the indications in the 
labeling guidelines which follow: 

2. a. Lacks substantial evidence of ef¬ 
fectiveness for its claimed indications: 
Nondiphtheritic croup; amebic hepatitis; 
and laryngotracheitis. 

b. Further, in accordance with the 
concept of expressing indications for 
antibiotic drugs in terms of the bacterial 
organism causing the infection, indica¬ 
tions in the labeling of chlortetracycline 
for intravenous administration, where 
they connote either site of disease or 
common name of disease, or disease con¬ 
ditions grouped in broad, vaguely worded 
language, are regarded as lacking sub¬ 
stantial evidence of effectiveness. These 
include the following: abscesses; bron¬ 
chiolitis; bronchitis; bronchopulmonary 
infections; bacillary dysentery; subacute 
bacterial endocarditis; genitourinary in¬ 
fection; mastoiditis; meningitis; mixed 
bacterial infection; otitis media; perito¬ 
nitis; pneumonia; puerperal sepsis; sur¬ 
gical pre- and postoperative prophylaxis; 
dental pre- and postoperative prophy¬ 
laxis; and secondary bacterial complica¬ 
tions associated with primary atypical 
pneumonia psittacosis. 

B. Labeling conditions. Those parts of 
the labeling indicated below should be 
substantially as follows (optional addi¬ 
tional information applicable to the drug 
may be proposed under other appropri¬ 
ate paragraph headings and should fol¬ 
low the information given below): 

Description 

(This should be Identical to Intravenous 
tetracycline labeling.) 

actions 

(This should be Identical to Intravenous 
tetracycline labeling.) 

Indications 

(This should be Identical to Intravenous 
tetracycline labeling.) 

Contraindications 

(This should be identical to Intravenous 
tetracycline labeling.) 

Warnings 

(Tills should be Identical to Intravenous 
tetracycline labeling.) 

. Precautions 

(This should be identical to Intravenous 
tetracycline labeling.) 

Adverse Reactions 

(This should be identical to intravenous 
tetracycline labeling.) 

Dosage and Admin istratioiY 

(This should be Identical to intravenous 
tetracycline labeling.) 

IX. Demethylchlortetracycline for 
Oral Administration 

A. Effectiveness classification. The 
Food and Drug Administration has con¬ 
sidered the reports of the Academy, as 
well as other available evidence, and 
concludes that demethylchlortetracycline 
for oral administration: 


1. Is effective for the indications in 
the labeling guidelines which follow. 

2. a. Lacks substantial evidence of ef¬ 
fectiveness for its claimed indication: 
Activity against some strains of Psue- 
domonas and Proteus heretofore unre¬ 
sponsive to tetracycline therapy as shown 
by both in vivo and in vitro studies. 

b. Further, in accordance with the 
concept of expressing indications for 
antibiotic drugs in terms of bacterial 
organism causing the Infection, indica¬ 
tions in the labeling of demethylchlor¬ 
tetracycline for oral administration, 
where they connote either site of disease 
or common name of disease, or disease 
conditions grouped in broad, vaguely 
worded language, are regarded as lack¬ 
ing substantial evidence of effectiveness. 
These include the following: abscesses 
caused by organisms sensitive co tetra¬ 
cycline; acne; bronchiectasis; bronchio¬ 
litis; bronchitis; bronchopulmonary in¬ 
fections; cellulitis; cystitis; erysipelas; 
furunculosis; genitourinary tract infec¬ 
tions: laryngotracheitis; mixed bacte¬ 
rial infection: otitis externa; otitis 
media: pharyngitis; pneumonia; preop¬ 
erative and postoperative prophylaxis of 
infection; primary atypical pneumonia; 
pustular folliculitis; pyelonephritis; pyo¬ 
derma; sinusitis; streptococcal sore 
throat; tonsillitis; dental preoperative 
and postoperative prophylaxis; endome¬ 
tritis: and non-specific urethritis. 

B. Labeling conditions. In the labeling 
guidelines which follow, the name “de¬ 
methylchlortetracycline”. official in the 
N.F. XII. has been used. However, the 
U.S. Adopted Name “demeclocycline” 
will become official when the N.F. XIII 
becomes official on September 1. 1970. To 
avoid confusion that could result from 
use of the new name, the labeling should 
initially identify the drug as democlocy- 
cline (formely demethylchlortetracy¬ 
cline). 

Those parts of the labeling indicated 
below should be substantially as follows 
(optional additional information appli¬ 
cable to the drug may be proposed under 
other appropriate paragraph headings 
and should follow the information given 
below): 

Description 

(Descriptive Information to be Included 
by the manufacturer or distributor should 
be confined to an appropriate description of 
the physical and chemical properties of the 
drug and the formulation.) 

Actions 

Tlie tetracyclines are primarily bacterio¬ 
static and are thought to exert their anti¬ 
microbial effect by the Inhibition of protein 
synthesis. Tetracyclines are active against a 
wide range of gram-negative and gram-posi¬ 
tive organisms. 

The drugs in the tetracycline class have 
closely similar antimicrobial spectra, and 
cross-resistance among them appears com¬ 
plete. Micro-organisms may be considered 
highly sensitive If the M I C. (minimum in¬ 
hibitory concentration) Is 0.6 meg./ml. or 
less, moderately sensitive If the M.I.C. Is 0.5 
to 2.0 meg./ml. and slightly sensitive If the 
M I C. is 2 to 5 mcg./ml. 

Sensitivity plate testing: A tetracycline 
disc may be used to determine microbial sen¬ 
sitivity to any drugs in the tetracycline class. 
If the Klrby-Bauer method of disc sensitivity 
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is used, a 30 meg. tetracycline disc should 
give a zone of over 18 mm. when tested 
against a demethylchlortetracycllne-sensitive 
bacterial strain. 

Tetracyclines are readily absorbed and are 
bound to plasma proteins in varying degree. 
They are concentrated by the liver in the 
bile and excreted in the urine and feces in 
high concentrations and in a biologically 
active form. 

Indications 

(This should be identical to the oral tetra¬ 
cycline labeling, except that the following 
should be omitted: “In severe acne the tetra¬ 
cyclines may be useful adjunctive therapy”.) 

Contraindications 

(This should be identical to oral tetra¬ 
cycline labeling.) 

Warnings 

The Use of Drugs of the Tetracycline Class 
During Tooth Development (Last Half of 
Pregnancy, Infancy, and Childhood to the 
Age of 8 Years) May Cause Permanent Dis¬ 
coloration of the Teeth (Yellow-Gray- 
Brown). This Adverse Reaction Is More Com¬ 
mon During Long-Term Use of the Drugs 
But Has Been Observed Following Repeated 
Short-Term Courses. Enamel Hypoplasia Has 
Also Been Reported. Tetracycline Drugs, 
Therefore, Should Not Be Used in This Age 
Group Unless Other Drugs Are Not Likely To 
Be Effective or Are Contraindicated. 

If renal impairment exists, even usual oral 
or parenteral doses may lead to excessive sys¬ 
temic accumulation of the drug and pos¬ 
sible liver toxicity. Under such conditions, 
lower than usual doses are indicated and, if 
therapy is prolonged, serum level determina¬ 
tions of the drug may be advisable. 

Phototoxic reactions can occur in individ¬ 
uals taking demethylchlortetracycline, and 
are characterized by severe burns of exposed 
surfaces resulting from direct exposure of 
patients to sunlight during therapy with 
moderate or large doses of demethylchlor¬ 
tetracycline. Patients apt to be exposed to 
direct sunlight or ultraviolet light should be 
advised that this reaction can occur, and 
treatment should be discontinued at the first 
evidence of skin erythema. 

As with other tetracyclines demethylchlor¬ 
tetracycline forms a stable calcium complex 
in any bone-forming tissue. A decrease in the 
fibula growth rate has been observed in pre¬ 
matures given oral tetracycline in doses of 
25 mg./kg. every 6 hours. This reaction was 
shown to be reversible when the drug was 
discontinued. 

The anti-anabolic action of the tetracycline 
may cause an Increase in BUN. While this 
is not a problem in those with normal renal 
function, in patients with significantly im¬ 
paired function, higher serum levels of de- 
methylchlortetracyclne lead to azotemia, hy¬ 
perphosphatemia. and acidosis. 

Precautions 

As with other antibiotics, use of this drug 
may result in overgrowth of nonsusceptible 
organisms, including fungi. If superinfec- 
tlon occurs, appropriate therapy should be 
Instituted. 

In venereal diseases when coexistent sy¬ 
philis is suspected, darkfield examination 
should be done before treatment is started 
and the blood serology repeated monthly for 
at least 4 months. 

Because the tetracyclines have been shown 
to depress plasma prothrombin activity, pa¬ 
tients who are on anticoagulant therapy may 
require downward adjustment of their anti¬ 
coagulant dosage. 

In long-term therapy, periodic laboratory 
evaluation of organ systems, including hema¬ 
topoietic. renal, and hepatic studies should 
be performed. 


All infections due to Group A beta hemoly¬ 
tic streptococci should be treated for at least 
10 days to decrease the likelihood of rheu¬ 
matic fever or acute glomerulonephritis. 

Interpretation of Bacterlologic Studies: 
Following a course of therapy, persistence for 
several days in both urine and blood of bac- 
terio-suppresslve levels of demethylchlortet¬ 
racycline may interfere with culture studies. 
These levels should not be considered 
therapeutic. 

Adverse Reactions 

(This should be identical to oral tetracy¬ 
cline labeling.) 

Dosage and Administration 

Adults: Usual dally dose—Four divided 
doses of 150 mg. each or two divided doses of 
300 mg. each. 

Children: Usual daily dose, 3-6 mg. per 
pound body weight per day, depending upon 
the severity of the disease, divided into 2 
or 4 doses. 

Therapy should be continued beyond the 
time when characteristic symptoms or fever 
have subsided. 

X. Rolitetracycline for Intravenous 

and Intramuscular Administration 

A. Effectiveness classification. The 
Food and Drug Administration has con¬ 
sidered the reports of the Academy, as 
well as other available evidence, and 
concludes that rolitetracycline for intra¬ 
venous and intramuscular administra¬ 
tion: 

1. Is effective for the indications in the 
labeling guidelines which follow. 

2. a. Lacks substantial evidence of ef¬ 
fectiveness for its claimed indications: 
whooping cough: and gastroenteritis. 

b. Further, in accordance with the 
concept of expressing indications for 
antibiotic drugs in terms of the bacterial 
organism causing the infection, indica¬ 
tions in the labeling of rolitetracycline 
for intravenous and intramuscular ad¬ 
ministration. where they connote either 
site of disease or common name of dis¬ 
ease, or disease conditions grouped in 
broad, vaguely worded language, are re¬ 
garded as lacking substantial evidence 
of effectiveness. These include the fol¬ 
lowing: pneumonia: acute bronchitis; 
pharyngitis: sinusitis; septic sore throat; 
pyelonephritis; pyelitis; cystitis; pros¬ 
tatitis; urethritis, bacillary dysentery; 
bacterial diarrhea; cellulitis; furun¬ 
culosis; pustular dermatoses; and acne. 

B. Labeling conditions. Those parts of 
the labeling indicated below should be 
substantially as follows (optional addi¬ 
tional information applicable to the drug 
may be proposed under other appropriate 
paragraph headings and should follow 
the information given below): 

Description 

(Descriptive information to be included by 
the manufacturer or distributor should be 
confined to an appropriate description of 
the physical and chemical properties of the 
drug and the formulation.) 

Actions 

Rolitetracycline is primarily bacteriostatic 
and is thought to exert Its antimicrobial ef¬ 
fect by the inhibition of protein synthesis. 
Rolitetracycline is effective against a wide 
range of gram-negative and gram-positive 
organisms. 

The drugs in the tetracycline class have 
closely similar antimicrobial spectra, and 


cross-resistance among them appears com¬ 
plete. Micro-organisms may be considered 
highly sensitive if the M.I.C. (minimum in¬ 
hibitory concentration) is 0.5 meg./ml. or 
less, moderately sensitive if the M.I.C. is 0.5 
to 2.0 meg./ml. and slightly sensitive if the 
M.I.C. is 2 to 5 meg./ml. 

Sensitivity plate testing: A tetracycline 
disc may be used to determine microbial 
sensitivity to any drugs in the tetracycline 
class. If the Kirby-Bauer method of disc 
sensitivity Is used, a 30 meg. tetracycline disc 
should give a zone of over 18 mm. when 
tested against a rolltetracycllne-sensitivity 
bacterial strain. 

The tetracyclines are bound to plasma 
proteins in varying degree. They are con¬ 
centrated by the liver in the bile and excreted 
in the urine and feces at high concentra¬ 
tions and in a biologicaUy active form. 

Indications 

Many Strains of Bacteria Have Been Shown 
To Be Resistant to the Tetracyclines. These 
Include Streptococci. Staphylococci, Pneumo¬ 
cocci. Gonococci and Many Other Gram¬ 
negative Organisms. Therefore, Culture and 
Sensitivity Testing are Advised to Determine 
the Susceptibility of the Infecting Organisms 
to Rolitetracycline. 

Rolitetracycline is indicated in Infections 
caused by the following organisms: 

(Remainder of Indications section is iden¬ 
tical to that for I.M. and I.V. tetracyline.) 

Contraindications 

(Tills should be identical to labeling for 
I.M. or I.V. tetracycline.) 

Warnings 

(This should be Identical to labeling for 
I.M. or I.V. tetracycline.) 

Precautions 

(This should be identical to labeling for 
I.M. or I.V. tetracycline.) 

Adverse Reactions 

(This should be identical to labeling for 
I.M. or I.V. tetracycline.) 

Dosage and Administration 

For Intramuscular Rolitetracycline. 

Note: Intramuscular therapy should be re¬ 
served for situations in which oral therapy 
is not feasible, or to initiate therapy. 

Adult: The usual dose is 150 mg. every 8 
or 12 hours. Doses up to 350 mg. every 12 
hours may be used in severe Infections or to 
initiate therapy. 

Children: 15-25 mg./kg. body weight dally 
in one or two divided doses depending on the 
severity of the Infection. 

For Intravenous Rolitetracycline. 

Note: Rapid administration is to be 
avoided. Parenteral therapy is indicated only 
when oral therapy is not adequate or tol¬ 
erated. Oral therapy should be Instituted as 
soon as possible. If intravenous therapy is 
given over prolonged periods of time, 
thrombophlebitis may result. 

Usual dose: 350 mg. to 700 mg. every 12 
hours by intravenous infusion. Dissolve the 
reconstituted drug in 300 cc.-500 cc. of Dex¬ 
trose 5 percent In water or Isotonic Sodium 
Chloride solution. 

Instructions for Use 

(Manufacturer to supply) 

Representatives of the Administration 
are willing to meet with any interested 
person who desires to have a conference 
concerning proposed changes in the 
labeling set forth in this announcement. 
Requests for such meetings should be 
made to the Division of Anti-Infective 
Drugs (BD-140), at the address given 
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below, within 30 days after the publica¬ 
tion of this notice in the Federal 
register. 

A copy of the NAS-NRC report has 
been furnished to each firm referred to 
above. Any other interested person may 
obtain a copy by request to the appro¬ 
priate office named below. 

Communications forwarded in re¬ 
sponse to this announcement should be 
identified with the reference number 
DESI 7322 and be directed to the atten¬ 
tion of the following appropriate office 
and addressed (unless otherwise speci¬ 
fied) to the Food and Drug Administra¬ 
tion, 5600 Fishers Lane, Rockville, Md. 
20852: 

Supplements (Identify with NDA number): 
Division of Antt-InfecUve Drugs (BD-140), 
Office of New Drugs, Bureau of Drugs. 

All other communications regarding this an¬ 
nouncement: Special Assistant for Drug 
Efficacy Study Implementation (BD-201), 
Bureau of Drugs. 

Requests for NAS-NRC Report: Press Rela¬ 
tions Staff, Pood and Drug Administration, 
200 C Street SW.. Washington, D.C. 20204. 

This notice is issued pursuant to pro¬ 
visions of the Federal Food, Drug, and 
Cosmetic Act (secs. 502, 507, 52 Stat. 
1050-51, as amended, 59 Stat. 463, as 
amended: 21 U.S.C. 352, 357) and under 
authority delegated to the Commissioner 
of Food and Drugs (21 CFR 2.120). 

Dated: August 12,1970. 

Sam D. Fine, 
Associate Covnnissioner 
for Compliance . 

I P R. Doc. 70-11553; Piled. Sept. 1, 1970; 
8:46 ajn.| 


Social Security Administration 
HUNGARY 

Notice of Finding Regarding Foreign 

Social Insurance or Pension System 

Section 202(t)(l) of the Social Secu¬ 
rity Act (42 U.S.C. 402(t) (1)) prohibits 
payment of monthly benefits to aliens, 
subject to the exceptions described in 
sections 202(t)(2) through 202(t)(5) of 
the Social Security Act (42 U.S.C. 402 
(t)<2) through 402(t)(5)), for any 
month after they have been outside the 
United States for 6 consecutive calendar 
months. 

Section 202<t>(2) of the Social Secu¬ 
rity Act (42 U.S.C. 402<t)(2>) provides 
that section 202(t)(l) shall not apply 
to any individual who is a citizen of a 
foreign country which the Secretary of 
Health, Education, and Welfare, finds 
has in effect a social insurance or pension 
system which is of general application 
in such country and under which (A) 
periodic benefits, or the actuarial equiva¬ 
lent thereof, are paid on account of old 
age, retirement, or death, and <B) indi¬ 
viduals who are citizens of the United 
States but not citizens of such foreign 
country and who qualify for such bene¬ 
fits are permitted to receive such bene¬ 
fits or the actuarial equivalent thereof 
while outside such foreign country with¬ 
out regard to the duration of the absence. 


Pursuant to authority vested in the 
Commissioner of Social Security by the 
Secretary of Health, Education, and Wel¬ 
fare, and redelegated to him. the Direc¬ 
tor of the Bureau of Retirement and 
Survivors Insurance has approved a 
finding that Hungary has a social insur¬ 
ance system of general application in 
effect which pays periodic benefits on 
account of old age, retirement, or death, 
but that under its social insurance sys¬ 
tem citizens of the United States, not 
citizens of Hungary, who leave Hungary, 
are not permitted to receive such bene¬ 
fits or their actuarial equivalent at the 
full rate without qualification or restric¬ 
tion while outside that country. 

Accordingly, it is hereby determined 
and found that Hungary has in effect a 
social insurance system which is of gen¬ 
eral application in that country and 
which meets the requirements of section 
202(t) (2) (A) of the Social Security Act 
(42 U.S.C. 402(t) (2) (A)), but not the 
requirements of section 202(t) (2) <B) of 
the Act (42 U.S.C. 402(t) (2) (B) ). 

Subparagraphs (A) and (B) of section 
202(t) (4) of the Social Security Act (42 
U.S.C. 402(t) (4) (A) and (B)) provide 
that section 202 (t) (1) shall not be appli¬ 
cable to benefits payable on the earnings 
record of an individual who has 40 quar¬ 
ters of coverage under social security or 
who has resided in the United States for 
a period or periods aggregating 10 years 
or more. However, effective July 1, 1968, 
the provisions of subparagraphs (A) and 
(B) of section 202(t) (4) shall not apply 
to an individual who is a citizen of a 
foreign country that has in effect a social 
insurance or pension system which is of 
general application in such country and 
which satisfies the provisions of sub- 
paragraph (A) of section 202(t)(2) but 
not the provisions of subparagraph <B) 
of section 202(t) (2). 

By virtue of the finding herein, the 
provisions of subparagraphs (A) and 
(B) of section 202 (t) (4) do not apply to 
citizens of Hungary beginning July 1, 
1968. 

This augments the finding with respect 
to Hungary published in the Federal 
Register of December 24, 1958 (23 F.R. 
10187). 

Dated: August 25, 1970. 

Hugh F. McKenna, 
Director, Bureau of Retire¬ 
ment and Survivors Insurance . 

{F.R. Doc. 70-11567; Filed. Sept. 1, 1970; 

8:47 a.m.] 

DEPARTMENT OF 
TRANSPORTATION 

Coast Guard 

fCGFR 70-51 A] 

NEW YORK HARBOR, WATERS 
SURROUNDING ELLIS ISLAND 

Cancellation of Declaration of Security 
Zone 

By virtue of the authority vested in the 
Commandant, US. Coast Guard, by 


Executive Order 10173, as amended (33 
CFR Part 6), sec. 6(b)(1), 80 Stat. 937 
(49 U.S.C. 1655(b)(1)), 49 CFR 1.46(b) 
and the redelegation of authority con¬ 
cerning security zones to Chief, Office of 
Operations, U.S. Coast Guard, as con¬ 
tained in 33 CFR 1.05-l(c)(3) (35 F.R. 
8279), I hereby affirm for publication in 
the Federal Register the order of B. F. 
Engel. Rear Admiral. U.S. Coast Guard, 
Commander. Third Coast Guard District, 
who has exercised authority as District 
Commander, such order reading as 
follows: 

New York Harbor. Waters Surrounding 
Ellis Island 

CANCELLATION OF DECLARATION OF SECURITY 
ZONE 

(Published In Federal Register March 27, 
1970 (35 F.R. 5192)) 

The order of the Commander, Third Coast 
Guard District of Monday, March 16. 1970 
establishing a security zone surrounding 
Ellis Island in Upper New York Bay, New 
York Harbor, is canceled as of 1210 p.m., e.s.t., 
July 23,1970. 

Dated: August28, 1970. 

R. E. Hammond, 

Rear Admiral, U.S. Coast Guard, 
Chief, Office of Operations. 

| F.R. Doc. 70-11579; Filed, Sept. 1, 1970; 
8:48 a.m.J 


ATOMIC ENERGY COMMISSION 

[Docket No. 50-366] 

GEORGIA POWER CO. 

Notice of Receipt of Application for 
Construction Permit and Facility 
License 

Georgia Power Co., 270 Peachtree Street 
NW„ Atlanta, Ga. 30303. pursuant to sec¬ 
tion 104(b) of the Atomic Energy Act of 
1954, as amended, has filed an applica¬ 
tion, dated July 24, 1970, for authoriza¬ 
tion to construct and operate a boiling 
water nuclear power reactor at the Ed¬ 
win I. Hatch site on the south side of the 
Altamaha River in northwestern Appling 
County, about 11 miles north of Baxley, 
Ga. 

The proposed reactor, designated by 
the applicant as the Edwin I. Hatch Nu¬ 
clear Plant, Unit 2, is designed for initial 
operation at approximately 2,436 mega¬ 
watts thermal with a gross electrical out¬ 
put of approximately 817 megawatts. 

A copy of the application is available 
for public inspection at the Commis¬ 
sion’s Public Document Room, 1717 H 
Street NW., Washington, D.C. 

Dated at Bethesda, Md., this 26th day 
of August 1970. 

For the Atomic Energy Commission. 

Peter A. Morris, 

Director, 

Division of Reactor Licensing. 

[F.R. Doc. 70-11568; Filed, Sept. 1, 1970; 

8:47 a.m.J 
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CIVIL AERONAUTICS BOARD 

lDocket No. 22496 J 

ALITALIA-LINEE AEREE ITALIANE- 
S.P.A. 

Notice of Prehearing Conference 

Notice is hereby given that a prehear¬ 
ing conference on the above-entitled ap¬ 
plication is assigned to be held on Sep¬ 
tember 8. 1970, at 10 a.m., e.d.s.t.. in 
Room 805, Universal Building, 1825 Con¬ 
necticut Avenue NW., Washington, D.C., 
before Associate Chief Examiner Ralph 
L. Wiser. 

Dated at Washington, D.C.. August 27, 
1970. 

Tseal] Thomas L. Wrenn, 

Chief Examiner. 

[F.R. Doc. 70-11572; Filed, Sept. 1. 1970; 

8:48 a.m.| 


[Docket No. 21866-71 

DOMESTIC PASSENGER FARE INVES¬ 
TIGATION PHASE 7—FARE LEVEL 

Notice of Hearing 

Notice is hereby given, pursuant to the 
provisions of the Federal Aviation Act of 
1958, as amended, that a hearing in the 
above-entitled proceeding will be held on 
September 29. 1970, at 10 a.m., e.d.s.t., in 
Room 726. Universal Building. 1825 Con¬ 
necticut Avenue NW., Washington, D.C., 
before the undersigned Examiner. 

For information concerning the issues 
involved and other details in this pro¬ 
ceeding, interested persons are referred 
to the prehearing conference report, 
served April 15, 1970, the supplemental 
prehearing conference report, served 
May 4, 1970, and other documents which 
are in the docket of this proceeding on 
file in the Docket Section of the Civil 
Aeronautics Board. 

Dated at Washington, D.C., August 28, 
1970. 

[seal! Thomas P. Sheehan. 

Hearing Examiner. 

IFR Doc. 70-11573; Filed, Sept. 1, 1970; 

8:48] 


[Docket No. 22462; Order 70-8-108] 

GOLDEN EAGLE AVIATION, INC. 

Order To Show Cause 

Issued under delegated authority Au¬ 
gust 26, 1970. 

The Postmaster General filed a notice 
of intent August 10. 1970. pursuant to 
14 CFR Part 298, petitioning the Board 
to establish for the above captioned air 
taxi operator, a final service mail rate of 
51.79 cents per great circle aircraft mile 
for the transportation of mail by aircraft 
between Rolla, Mo., and Harrison, Ark., 
via Columbia, Sedalia. and Kansas City, 
Mo., Little Rock and Batesville, Ark. 

No protest or objection was filed 
against the proposed services during the 
time for filing such objections. The Post¬ 
master General states that the Depart¬ 


ment and the carrier agree that the 
above rate is a fair and reasonable rate 
of compensation for the proposed serv¬ 
ices. The Postmaster General believes 
these services will meet postal needs in 
the market. He states the air taxi plans 
to initiate mail service with Beechcraft 
D-18 aircraft. 

It is in the public interest to fix, de¬ 
termine, and establish the fair and rea¬ 
sonable rate of compensation to be paid 
by the Postmaster General for the pro¬ 
posed transportation of mail by aircraft, 
the facilities used and useful therefor, 
and the services connected therewith, 
between the aforesaid points. Upon con¬ 
sideration of the notice of intent and 
other matters officially noticed, it is pro¬ 
posed to issue an order 1 to include the 
following findings and conclusions: 

The fair and reasonable final service 
mail rate to be paid to Golden Eagle 
Aviation, Inc., in its entirety by the Post¬ 
master General pursuant to section 406 
of the Act for the transportation of mail 
by aircraft, the facilities used and useful 
therefor, and the services connected 
therewith, shall be 51.79 cents per great 
circle aircraft mile between Rolla, Mo., 
and Harrison, Ark., via Columbia, Se¬ 
dalia, and Kansas City, Mo., Little Rock 
and Batesville. Ark., based on five round 
trips per week. 

Accordingly, pursuant to the Federal 
Aviation Act of 1958, and particularly 
sections 204(a) and 406 thereof, and 
regulations promulgated in 14 CFR Part 
302, 14 CFR Part 298. and 14 CFR 
385.16(f), 

It is ordered. That: 

1. Golden Eagle Aviation, Inc., the 
Postmaster General, Braniff Airways, 
Inc., Delta Air Lines, Inc., Frontier Air¬ 
lines, Inc., Ozark Air Lines, Inc., and all 
other interested persons are directed to 
show cause why the Board should not 
adopt the foregoing proposed findings 
and conclusions and fix, determine, and 
publish the final rate specified above for 
the transportation of mail by aircraft, 
the facilities used and useful therefor, 
and the services connected therewith as 
specified above as the fair and reasonable 
rate of compensation to be paid to 
Golden Eagle Aviation, Inc.; 

2. Further procedures herein shall be 
in accordance with 14 CFR Part 302, and 
notice of any objection to the rate or to 
the other findings and conclusions pro¬ 
posed herein, shall be filed within 10 
days, and if notice is filed, written an¬ 
swer and supporting documents shall be 
filed within 30 days after service of this 
order; 

3. If notice of objection is not filed 
within 10 days after service of this order, 
or if notice is filed and answer is not 
filed within 30 days after service of this 
order, all persons shall be deemed to have 
waived the right to a hearing and all 
other procedural steps short of a final 
decision by the Board, and the Board 


i This order to show cause Is not a final 
action'and Is not regarded as subject to the 
review provisions of 14 CFR Part 385. These 
provisions will be applicable to final action 
taken by the staff under authority delegated 
In 5 385.16(g), 


may enter an order incorporating the 
findings and conclusions proposed herein 
and fix and determine the final rate spec¬ 
ified herein; 

4. If answer is filed presenting issues 
for hearing, the issues involved in deter¬ 
mining the fair and reasonable final rate 
shall be limited to those specifically 
raised by the answer, except insofar as 
other issues are raised in accordance 
with Rule 307 of the rules of practice 
(14 CFR 302.307); and 

5. This order shall be served upon 
Golden Eagle Aviation, Inc., the Post¬ 
master General, Braniff Airways, Inc., 
Delta Air Lines, Inc., Frontier Airlines. 
Inc., and Ozark Air Lines, Inc. 

This order will be published in the 
Federal Register. 

[seal] Harry J. Zink, 

Secretary. 

[F.R. Doc. 70-11575; Filed, Sept. 1, 1970; 

8:48 a.m.] 


[Docket No. 21770; Order 70-8-111] 

INTERNATIONAL AIR TRANSPORT 
ASSOCIATION 

Order Regarding Fares 

Adopted by the Civil Aeronautics 
Board at its office in Washington. D.C., 
on the 27th day of August 1970. 

Agreements have been filed with the 
Board, pursuant to section 412(a) of the 
Federal Aviation Act of 1958 (the Act) 
and Part 261 of the Board’s economic 
regulations, between various air carriers, 
foreign air carriers, and other carriers, 
embodied in the resolutions of Joint Con¬ 
ferences 1-2 and 1-2-3 of the Interna¬ 
tional Air Transport Association (IATA^, 
and adopted by mail vote. The agree¬ 
ments, which are intended to be effective 
from September 1, *1970, through 
March 31. 1971, have been assigned 
the above-designated CAB agreement 
numbers. 

Insofar as air transportation as defined 
by the Act is concerned, the agreements 
propose an across-the-board increase of 
$5 one way and $10 round trip in North 
Atlantic fares. 1 Based on New York- 
London, this would increase first-class 
fares by a little more than 1 percent, 
economy peak fares by 2 percent, and 
economy nonpeak fares by 2.4 percent. 
In terms of percentage, the greatest in¬ 
crease would apply to promotional or 
discounted fares. Increases for this cate¬ 
gory of fares would range from approxi¬ 
mately 3 to 6 percent. 

In support of the Agreement, Pan 
American World Airways. Inc. (Pan Am), 
and Trans World Airlines. Inc. (TWA), 
advert to a sharp decline in economy- 
class yield, and stress the current un¬ 
satisfactory results for North Atlantic 
operations as well as the unfavorable 
outlook they foresee for the future in the 
face of rising costs. In the latter respect. 
Pan American cites a contractual in¬ 
crease in 1970 of 17 percent for pilots, and 
from 4 to 9 percent in wages for other 


1 Exceptions Include certain fares for mili¬ 
tary travel. 
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groups of employees. The pilots’ con¬ 
tracts and others will be subject to review 
in 1971. 

The Board has decided not to approve 
these increases proposed by the carriers 
on the eve of the LATA fare conference 
scheduled to begin in less than 2 weeks. 
That conference will afford an oppor¬ 
tunity for careful review of economic 
trends and future prospects and for a 
general reassessment of the North At¬ 
lantic fare structure in the light of all 
relevant considerations. There has been 
no showing of a financial emergency 
which would warrant approval of these 
increases pending the results of that 
conference. The period of earnings upon 
which the carriers rely to support the 
increase is too brief to allow any con¬ 
clusive determination as to their need, 
particularly when it coincides with the 
introduction of an entirely new type of 
aircraft. It should be noted that the 
Board authorized a significant increase 
in the normal fares a little more than a 
year ago when the IATA carriers elim¬ 
inated the 5-percent round-trip dis¬ 
count. Finally, there is every indication 
that traffic on the North Atlantic this 
summer is showing exceptionally strong 
growth which augurs well for a more 
favorable result over a longer term. 

The Board, acting pursuant to sections 
102, 204(a), and 412 of the Act, finds 
that Agreements CAB 21856 and 21857 
which incorporate the following resolu¬ 
tions are adverse to the public interest 
insofar as they apply in air transporta¬ 
tion: 

IATA Resolutions 

JT12(Mail 749)002q. JT12(Mall 748)002p. 
JT123 (Mail 651) 002q. JT123(Mail 650)002p. 

Accordingly, it is ordered, That: 

Agreements CAB 21856 and 21857 are 
disapproved insofar as air transporta¬ 
tion is concerned, and otherwise ap¬ 
proved. 

This order will be published in the 
Federal Register. 

By the Civil Aeronautics Board.* 

I seal! Harry J. Zink, 

Secretary . 

IF.R. Doc. 70-11576; Filed, Sept. 1, 1970; 

8:48 a.m.) 


[Docket No. 224911 

WAGNER AVIATION LTD. 

Notice of Hearing 

Application for a foreign air carrier 
permit, issued pursuant to section 402 of 
the Federal Aviation Act of 1958, as 
amended, to perform a Class 3, Unit Toll, 
irregular air service between Kingston, 
Ontario, Canada, and Syracuse, N.Y., 
U.S.A. 

Notice is hereby given, pursuant to 
the provisions of the Federal Aviation 
Act of 1958, as amended, that hearing 
on the above-entitled application is as¬ 
signed to be held on September 11, 1970, 
at 10 a.m., e.d.s.t., in Room 805, Univer- 


8 Giiiuiand, Vice chairman, and Adams dis¬ 
senting statement filed as part of the 
original document. 


sal Building, 1825 Connecticut Avenue 
NW., Washington, D.C., before Examiner 
Joseph L. Fitzmaurice. 

Dated at Washington, D.C., August 28, 
1970. 

[seal] Thomas L. Wrenn, 

Chief Exaviiner . 

[F.R.Doc. 70-11574; Filed, Sept. 1, 1970; 
8:48 a.m.] 


FEDERAL MARITIME COMMISSION 

AMERICAN WEST AFRICAN FREIGHT 
CONFERENCE 

Notice of Agreement Filed 

Notice is hereby given that the follow¬ 
ing agreement has been filed with the 
Commission for approval pursuant to sec¬ 
tion 15 of the Shipping Act, 1916, as 
amended (39 Stat. 733, 75 Stat. 763, 46 
U.S.C. 814). 

Interested parties may inspect and ob¬ 
tain a copy of the agreement at the 
Washington office of the Federal Mari¬ 
time Commission, 1405 I Street NW., 
Room 1202; or may inspect the agree¬ 
ment at the field offices located at New 
York, N.Y., New Orleans, La., and San 
Francisco, Calif. Comments on such 
agreements, including requests for hear¬ 
ing, may be submitted to the Secretary, 
Federal Maritime Commission. Washing¬ 
ton, D.C. 20573, within 20 days after pub¬ 
lication of this notice in the Federal 
Register. Any person desiring a hearing 
on the proposed agreement shall provide 
a clear and concise statement of the 
matters upon which they desire to adduce 
evidence. An allegation of discrimination 
or unfairness shall be accompanied by a 
statement describing the discrimination 
or unfairness with particularity. If a 
violation of the Act or detriment to the 
commerce of the United States is alleged, 
the statement shall set forth with par¬ 
ticularity the acts and circumstances 
said to constitute such violation or detri¬ 
ment to commerce. 

A copy of any such statement should 
also be forwarded to the party filing the 
agreement (as indicated hereinafter) 
and the statement should indicate that 
this has been done. 

Notice of agreement filed by: 

John K. Cunningham. Chairman, American 

West African Freight Conference, 67 Broad 

Street, New York. N.Y. 10004. 

Agreement No. 7680-27, among the 
member lines of the American West 
African Freight Conference, will modify 
the basic agreement by changing the vot¬ 
ing requirements of Article 10(b) (from 
a unanimous vote to a three-fourths vote 
of all of the active members) for the tak¬ 
ing of all action under the basic agree¬ 
ment except action for the increasing 
or decreasing of rates or the adoption, 
rescission, amendment, and/or modifica¬ 
tion of any and all tariff rules and regu¬ 
lations of the conference tariffs. Consist¬ 
ent with the above, (1) Article 11(b) is 
modified to provide that for those actions 
defined in Article 10(b), three-fourths of 
the active membership shall constitute a 
quorum, and (2) Article 11(c) is modi¬ 


fied to provide that when voting by tele¬ 
phone poll and/or circular letter, action 
relative to matters other than the in¬ 
crease or decrease of freight rates may be 
taken by an instrument in writing signed 
by three-fourths vote of all of the active 
members. 

Dated: August 28. 1970. 

By order of the Federal Maritime 
Commission. 

Joseph C. Polking, 
Assistant to the Secretary. 

[F.R. Doc. 70-11560; Filed. Sept. 1. 1970; 

8:47 a.m.) 


COMPAGNIE GENERALE TRANS- 

ATLANTIQUE AND ARMEMENT 

DEPPE S.A. 

Notice of Agreement Filed 

Notice is hereby given that the follow¬ 
ing agreement has been filed with the 
Commission for approval pursuant to sec¬ 
tion 15 of the Shipping Act, 1916, as 
amended (39 Stat. 733, 75 Stat. 763, 46 
U.S.C. 814). 

Interested parties may inspect and ob¬ 
tain a copy of the agreement at the 
Washington office of the Federal Mari¬ 
time Commission, 1405 I Street NW., 
Room 1202; or may inspect the agree¬ 
ment at the field offices located at New 
York, N.Y., New Orleans, La. f and San 
Francisco. Calif. Comments on such 
agreements, including requests for hear¬ 
ing, may be submitted to the Secretary, 
Federal Maritime Commission, Washing¬ 
ton, D.C. 20573, within 20 days after pub¬ 
lication of this notice in the Federal 
Register. Any person desiring a hearing 
on the proposed agreement shall provide 
a clear and concise statement of the 
matters upon which they desire to adduce 
evidence. An allegation of discrimination 
or unfairness shall be accompanied by a 
statement describing the discrimination 
or unfairness with particularity. If a 
violation of the Act or detriment to the 
commerce of the United States is alleged, 
the statement shall set forth with par¬ 
ticularity the acts and circumstances 
said to constitute such violation or detri¬ 
ment to commerce. 

A copy of any such statement should 
also be forwarded to the party filing the 
agreement (as indicated hereinafter) 
and the statement should indicate that 
this has been done. 

Notice of agreement filed by: 

Edwin Longcope, Esq., Hill, Bette & Nash, 26 

Broadway, New York, N.Y. 10004. 

Agreement No. 9891 is a sailing and 
rate agreement between French Line 
(Compagnie Generale Transatlantique) 
and Deppe Line (Armement Deppe S.A.) 
covering the trade betw’een United States 
Gulf ports and ports in the Bordeaux/ 
Hamburg range. 

Dated: August 28, 1970. 

By order of the Federal Maritime Com¬ 
mission. 

Joseph C. Polking, 
Assistant to the Secretary. 

(F.R. Doc. 70-11561; Filed, Sept. 1. 1970; 

8:47 a.m.[ 
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SOUTH ATLANTIC STEAMSHIP 
CONFERENCE 

Notice of Agreement Filed 

Notice is hereby given that the follow¬ 
ing agreement has been filed with the 
Commission for approval pursuant to 
section 15 of the Shipping Act, 1916, as 
amended (39 Stat. 733, 75 Stat. 763, 46 
U.S.C. 814). 

Interested parties may inspect and ob¬ 
tain a copy of the agreement at the 
Washington office of the Federal Mari¬ 
time Commission. 1405 I Street NW., 
Room 1202; or may inspect the agree¬ 
ment at the field offices located at New 
York, N.Y., New Orleans. La., and San 
Francisco, Calif. Comments on such 
agreements, including requests for hear¬ 
ing, may be submitted to the Secretary. 
Federal Maritime Commission, Washing¬ 
ton, D.C. 20573, within 20 days after 
publication of this notice in the Federal 
Register. Any person desiring a hearing 
on the proposed agreement shall provide 
a clear and concise statement of the mat¬ 
ters upon which they desire to adduce 
evidence. An allegation of discrimination 
or unfairness shall be accompanied by a 
statement describing the discrimination 
or unfairness with particularity. If a 
violation of the Act or detriment to the 
commerce of the United States is alleged, 
the statement shall set forth with par¬ 
ticularity the acts and circumstances 
said to constitute such violation or 
detriment to commerce. 

A copy of any such statement should 
also be forwarded to the party filing the 
agreement (as indicated hereinafter) 
and the statement should indicate that 
this has been done. 

Notice of agreement filed by: 

Mr. E. J. Middleton, Chairman. South At¬ 
lantic Steamship Conference, Post Office 
Box 96, Savannah Bank and Trust Build¬ 
ing, Savannah, Ga. 31402. 

Agreement No. 8310-7, between the 
member lines of the South Atlantic 
Steamship Conference, modifies Article 
1 of the basic agreement to provide that 
the parties reserve the right to each of 
them to alter for itself any rate, charge, 
classification, rule and/or regulation 
adopted by the parties and recorded in 
the Conference tariff or tariffs upon first 
giving the other parties and the Confer¬ 
ence Chairman at least 48 hours advance 
notice in writing. All such alterations 
adopted by any of the Individual parties 
will be recorded in the tariff or tariffs of 
the Conference. 

Dated: August 27,1970. 

By order of the Federal Maritime 
Commission. 

Joseph C. Polking, 
Assistant to the Secretary . 

[F.R. Doc. 70-11559: Filed, Sept. 1, 1970; 

8:47 a.m.J 


FEDERAL RESERVE SYSTEM 

BROWARD BANCSHARES, INC. 

Notice of Application for Approval of 

Acquisition of Shares of Bank 

Notice is hereby given that applica¬ 
tion has been made, pursuant to section 
3(a)(3) of the Bank Holding Company 
Act of 1956 (12 U.S.C. 1842(a) (3)), by 
Broward Bancshares, Inc., which is a 
bank holding company located in Fort 
Lauderdale, Fla., for prior approval by 
the Board of Governors of the acquisi¬ 
tion by Applicant of 80 percent or more 
of the voting shares of Lauderdale Lakes 
National Bank, Lauderdale Lakes, Fla., a 
proposed new bank. 

Section 3Cc) of the Act provides that 
the Board shall not approve: 

(1) any acquisition or merger or con¬ 
solidation under section 3 which would 
result in a monopoly, or which would be 
in furtherance of any combination or 
conspiracy to monopolize or to attempt 
to monopolize the business of banking in 
any part of the United States, or 

(2) any other proposed acquisition or 
merger or consolidation under section 3 
whose effect in any section of the coun¬ 
try may be substantially to lessen compe¬ 
tition, or to tend to create a monopoly, or 
which in any other manner would be in 
restraint of trade, unless the Board finds 
that the anticompetitive effects of the 
proposed transaction are clearly out¬ 
weighed in the public interest by the 
probable effect of the transaction in 
meeting the convenience and needs of 
the community to be served. 

Section 3(c) further provides that, in 
every case, the Board shall take into con¬ 
sideration the financial and managerial 
resources and future prospects of the 
company or companies and the banks 
concerned, and the convenience and 
needs of the community to be served. 

Not later than thirty (30) days after 
the publication of this notice in the Fed¬ 
eral Register, comments and views re¬ 
garding the proposed acquisition may be 
filed with the Board. Communications 
should be addressed to the Secretary, 
Board of Governors of the Federal Re¬ 
serve System, Washington, D.C. 20551. 
The application may be inspected at the 
office of the Board of Governors or the 
Federal Reserve Bank of Atlanta. 

By order of the Board of Governors, 
August 26. 1970. 

[seal] Elizabeth L. Carmichael, 

Assistant Secretary. 

[F.R. Doc. 70-11569; Filed, Sept. 1, 1970; 

8:47 a.m.J 

FEDERAL POWER COMMISSION 

[Docket No. CP71-36I 

ARKANSAS LOUISIANA GAS CO. 

Notice of Application 

August 24, 1970. 

Take notice that on August 18, 1970, 
Arkansas Louisiana Gas Co. (Applicant), 
Post Office Box 1734, Shreveport, La. 
71102, filed an application pursuant to 
section 7(b) of the Natural Gas Act for 


an order granting permission and ap¬ 
proval for the abandonment of an obso¬ 
lete compressor station, known as Mills 
Station, all as more fully set forth in 
the application which is on file with 
the Commission and open to public 
inspection. 

Applicant states that the equipment 
contained in Mills Station, located in 
Caddo Parish, La., was manufactured 
and installed in its present location in 
1912, and that it is now obsolete and has 
not been operated since July 30, 1969, 
although it has been maintained in 
operating condition for stand-by service. 

Any person desiring to be heard or to 
make any protest with reference to said 
application should on or before Septem¬ 
ber 15, 1970, file with the Federal Power 
Commission, Washington, D.C. 20426, a 
petition to intervene or a protest in ac¬ 
cordance with the requirements of the 
Commission' s rul es of practice and pro¬ 
cedure (18 CFR 1.8 or 1.10) and the 
regulat ; ons under the Natural Gas Act 
(18 CFR 157.10). All protests filed with 
the Commission will be considered by it 
in determining the appropriate action to 
be taken but will not serve to make the 
Protestants parties to the proceeding. 
Any person wishing to become a party to 
a proceeding or to participate as a party 
in any hearing therein must file a peti¬ 
tion to intervene in accordance with the 
Commission’s rules. 

Take further notice that, pursuant to 
the authority contained in and subject 
to the jurisdiction conferred upon the 
Federal Power Commission by sections 
7 and 15 of the Natural Gas Act and the 
Commission’s rules of practice and pro¬ 
cedure, a hearing will be held without 
further notice before the Commission on 
this application if no petition to inter¬ 
vene is filed within the time required 
herein, if the Commission on its own re¬ 
view of the matter finds that permission 
and approval for the proposed abandon¬ 
ment is required by the public con¬ 
venience and necessity. If a petition for 
leave to intervene is timely filed, or if 
the Commission on its ow r n motion be¬ 
lieves that a formal hearing is required, 
further notice of such hearing will be 
duly given. 

Under the procedure herein provided 
for, unless otherwise advised, it will be 
unnecessary for Applicant to appear or 
be represented at the hearing. 

Gordon M. Grant, 
Secretary. 

[F.R. Doc. 70-11539; Filed. Sept. 1. 1970; 

8:45 a.m.J 


[Docket Nos. CS71-8, etc.J 

JOHN L. CRAWFORD ET AL. 

Notice of Applications for “Small 
Producer” Certificates 1 

August 24, 1970. 

Take notice that each of the appli¬ 
cants listed herein has filed an applica¬ 
tion pursuant to section 7(c) of the 


* This notice does not provide for consoli¬ 
dation for hearing of the several matters 
covered herein. 
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Natural Gas Act and § 157.40 of the Reg¬ 
ulations thereunder for a “small pro¬ 
ducer” certificate of public convenience 
and necessity authorizing the sale for 
resale and delivery of natural gas in 
interstate commerce from areas for 
which just and reasonable rates have 
been established, all as more fully set 
forth in the applications which are on 
file with the Commission and open to 
public inspection. 

Any person desiring to be heard or to 
make any protest with reference to said 
applications should on or before Sep¬ 
tember 18, 1970, file with the Federal 
Power Commission, Washington, D.C. 
20426, petitions to intervene or protests 
in accordance with the requirements of 
the Commission’s rules of practice and 
procedure (18 CFR 1.8 or 1.10). All pro¬ 
tests filed with the Commission w'ill be 
considered by it in determining the ap¬ 
propriate action to be taken but will not 
serve to make the protestants parties to 
the proceeding. Persons wishing to be¬ 
come parties to a proceeding or to par¬ 
ticipate as a party in any hearing 
therein must file petitions to intervene 
in accordance with the Commission’s 
rules. 

Take further notice that, pursuant to 
the authority contained in and subject 
to the jurisdiction conferred upon the 
Federal Power Commission by sections 
7 and 15 of the Natural Gas Act and the 
Commission’s rules of practice and pro¬ 
cedure, a hearing will be held without 
further notice before the Commission on 
all applications in which no petition to 
intervene is filed within the time required 
herein if the Commission on its own re¬ 
view' of the matter believes that a grant 
of the certificates is required by the pub¬ 
lic convenience and necessity. Where a 
petition for leave to intervene is timely 
filed, or where the Commission on its 
own motion believes that a formal hear¬ 
ing is required, further notice of such 
hearing will be duly given. 

Under the procedure herein provided 
for, unless otherwise advised, it will be 
unnecessary for Applicants to appear or 
be represented at the hearing. 

Gordon M. Grant, 

Secretary. 


Docket Dnto Name of applicant 

No. filed 


C&71-6. 7-21-70 

C871-7. 7-30-70 

C871-8,. 8-13-70 

C871 ~9. 8-14-70 


John L. Crawford et »!., 625 
Southern Natlonul Bunk 
Bldg., Houston, Tox. 77002. 

Burk Gas Corp. 800 OH and 
Gas Bldg., Wichita Falls, Tex. 
76301. 

Glut her, Warren dr Co., 

2438 Bank of the Southwest 
Bldg., Houston, Tex. 77002. 

The Fundamental Oil Corp., 

1900 One Main PI., 

Dallas, Tex. 75250. 


I p R. Doc. 70-11540: Piled, Sept. 1, 1970; 
8:45 am.l 


INTERSTATE COMMERCE 
COMMISSION 

[Ex Parte MC-82] 

MOTOR CARRIER REVENUE 

PROCEEDINGS 

Proposed New Procedures 

Pursuant to the authority vested in the 
Interstate Commerce Commission by 49 
U.S.C. 316, at a General Session held at 
its office in Washington, D.C., the Com¬ 
mission, on August 27, 1970, determined 
to publish for public comment new pro¬ 
cedures governing the data and informa¬ 
tion to be submitted in motor common 
carrier revenue proceedings. The pro¬ 
posed procedures are intended to clarify 
and to make more specific, and they will 
supersede, those set forth in the state¬ 
ment of policy and the form of order im¬ 
mediately following that statement, 
published in 32 F.R. 7002-7004. The pro¬ 
posed procedures are consistent with the 
Commission’s recent decision in Docket 
No. 34013. Rules To Govern the Assem¬ 
bling and Presenting of Cost Evidence, 
337 I.C.C. 298, served July 30, 1970. They 
are not intended to limit the type of evi¬ 
dence which motor carrier respondents 
might wish to introduce, but are de¬ 
signed to reduce the time required for 
ultimate disposition, achieve greater 
uniformity in data submitted, avoid the 
service of detailed orders in individual 
proceedings, and provide adequate no¬ 
tice to the carriers and to the public of 
the evidence required. 

Within 30 days from the publication 
of this notice in the Federal Register, 
any interested party may file with the 
Secretary of the Commission comments 
regarding the proposed procedures. A 
signed original and 15 copies should be 
submitted. After comments have been 
considered, the Commission will de¬ 
termine whether to require compliance 
with these procedures, or with some 
variation thereof. 

The procedures themselves, together 
with an explanation where appropriate, 
are set forth below: 

1. Application. Upon the filing of 
agency tariff schedules containing pro¬ 
posed general increases in rates or 
charges, where such proposal would re¬ 
sult in an increase of $1 million or more 
in annual operating revenues (or in other 
revenue proceedings as the Commission 
may direct), (1) motor common carriers 
of general commodities on whose behalf 
such schedules are filed, where the num¬ 
ber of carriers participating in the 
agency’s tariffs exceeds 200, shall, con¬ 
currently with the filing of the tariff 
schedules, file and serve, as provided 
hereinafter, verified statements present¬ 
ing and comprising the entire evidential 
case which is relied upon to support the 
proposed increase, and (2) motor com¬ 
mon carriers represented by other agen¬ 
cies shall be required to comply with 
these procedures in the event an investi¬ 
gation is instituted, such evidence to be 
submitted at the time specified by the 
Commission in its orders instituting the 


investigation and setting the matter for 
hearing. Those carriers which will be re¬ 
quired to submit their evidence when they 
file their schedules are hereby notified 
that special permission to file those 
schedules may be conditioned upon the 
publication of an effective date at least 
45 days later than the date of filing, to 
enable proper evaluation of the evidence 
presented. 

2. Traffic study. A traffic study shall be 
submitted which covers the most current 
12-month period available, and is based 
upon the actual operations conducted 
during identical periods of time for each 
carrier included in the traffic study. The 
traffic study shall be shown to be repre¬ 
sentative of the traffic covered by the rate 
proposal. For sampling purposes, the 
frame shall be based on the issue traffic 
handled by all carriers subject to the re¬ 
quirements for allocation of expenses be¬ 
tween line haul and pickup and delivery 
as provided in 49 CFR Part 1207, Instruc¬ 
tions 27 and 9002, that participate in the 
tariffs in issue, plus any other carrier 
whose revenues from the issue traffic 
amount to 50 percent or more of its sys¬ 
tem revenues. The respondents shall show 
the representatives of traffic studies that 
rely on probability sampling techniques 
including the statistical adequacy of 
study design and the reliability of results 
for the intended purposes according to 
accepted standards of scientific sam¬ 
pling principles and practices. This re¬ 
quires explanation and evaluation of the 
sample as it relates both to the traffic of 
individual carriers and to the total traffic 
at issue, including sample design, pro¬ 
cedures, management, and measures of 
the precision of inferences and estimates 
based thereon. 

Such a traffic study Is needed: (a) To de¬ 
velop present and projected revenues appli¬ 
cable to the Issue traffic: (b) to determine 
the consist of the issue traffic, i.e., by weight 
brackets, mileage blocks, and other charac¬ 
teristics; and (c) to ascertain the number 
of traffic service units (e.g., hundredweight- 
miles hundredweight given pickup and deliv¬ 
ery service, etc.) used In moving the issue 
traffic so that the service unit costs may be 
applied to these traffic service units for the 
purpose of costing out the Issue traffic, and 
ultimately, to inake a comparison of these 
costs with the present and projected revenues 
applicable thereto. This Issue traffic Is repre¬ 
sented by the entire through movement from 
origin to ultimate destination. The last three 
sentences relate to the determination of a 
frame for sampling purposes, plus the re¬ 
quirement that Information be submitted to 
test the representativeness of the sampling 
techniques and procedures used. 

3. Cost study. A cost study shall be sub¬ 
mitted. Highway Form B may be used for 
this purpose. Service unit costs shall be 
developed for carriers subject to the re¬ 
quirements for allocation of expenses be¬ 
tween line haul and pickup and delivery 
as provided in 49 CFR Part 1207. Instruc¬ 
tions 27 and 9002. The cost study carriers 
shall be selected from the Instruction 27 
traffic study carriers listed in descending 
order beginning with the carrier deriving 
the greatest percentage of its total system 
revenue from the tariffs at issue. Pro¬ 
ponents shall include in their selection of 
cost study carriers all those Instruction 


No. 171—pt. i-6 
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27 carriers whose total amount of revenue 
derived under the bureau’s tariffs at is¬ 
sue collectively is 75 percent or more of 
the total revenue derived by all carriers 
participating in those tariffs. If the reve¬ 
nue of these Instruction 27 carriers is less 
than 75 percent of the total, then all of 
the Instruction 27 carriers shall be used. 
The expenses and statistics by services 
for each cost study carrier obtained from 
Highway Form B shall be multiplied by 
the percent that each cost study carrier’s 
issue traffic revenues bears to its system 
revenues. The total thus obtained shall 
be summarized and the total expenses by 
services divided by the applicable service 
units. The weighted composite service 
unit costs thus obtained for all cost study 
carriers shall be applied to the composite 
traffic service units for all traffic study 
carriers. When a portion of a through 
movement under the issue tariff is han¬ 
dled by a nontraffic study carrier then the 
unit costs for the territory within which 
the movement occurs, taken from the 
latest territorial cost study, as updated, 
published by the Commission’s cost find¬ 
ing section, shall be applied to said traffic 
service units. Operating ratios shall be 
determined for shipments in the individ¬ 
ual weight brackets included within the 
rate proposal, based on composite service 
unit costs developed for: (a) The annual 
reporting period preceding the filing date 
of the tariffs in issue, and (b> the pro¬ 
jected annual reporting period concur¬ 
rent with the filing date of said tariffs. 
Operating ratios shall also be shown by 
size of shipment for all other traffic not 
affected by the rate proposal for the pe¬ 
riod indicated in (a) above for the same 
weight brackets as shown for the issue 
traffic plus all other, nonissue traffic 
combined. 

The objective is to identify and select the 
cost study carriers (Instruction 27 carriers), 
to develop the composite service unit costs, 
and to apply those unit costs to the issue 
traffic by size of shipments, to obtain operat¬ 
ing ratios by size of shipments for specified 
periods. It should be noted here that this 
paragraph applies to costing out of the entire 
traffic study, i.e., the entire through move¬ 
ment of the issue traffic from origin to desti¬ 
nation. On the other hand, the appendix 
which is discussed later relative to revenue 
need, requires systemwide operating ratios, 
and the expenses and revenues allocated to 
the issue traffic, and other data, for traffic 
study carriers only. Also this paragraph re¬ 
quires the cost study carriers to be selected in 
descending order beginning with the In¬ 
struction 27 carrier deriving the greatest per¬ 
centage of its total system revenues from the 
traffic at issue, which, it is believed, will pro¬ 
vide a more representative selection of car¬ 
riers for cost study purposes. Thus, a cost 
study carrier's expenses and statistics will be 
reflected in the composite service unit costs 
only to the extent of its participation in the 
issue traffic. To avoid misunderstanding, the 
following table illustrates how the proposed 
procedure should be used in selecting the 
cost study carriers. First, array all Class I 
and Class II carriers in descending order by 
the percent that each carrier's revenues from 
the issue traffic is to that carrier’s system 
total revenues (column 5). Carriers obtaining 
lees than 1 percent of their system revenue 
from the issue traffic may be grouped to¬ 
gether under “all other carriers.” The dollars 
of issue traffic revenues for the Instruction 27 


carriers (column 4) are then added down 
until 75 percent of the issue traffic revenues 
for all participating carriers Is reached. In the 


Paragraph 3 also specifically identified how 
the composite service unit costs shall be 
applied to the traffic in issue. It also requires 
operating ratios to be shown by size of ship¬ 
ments for all other traffic not affected by the 
rate proposal for the most current 12-month 
period available preceding the filing date of 
the tariff in issue. When a nontraffle study 
carrier is involved in a through movement 
of issue traffic (e.g., when there is a prior, 
subsequent, or bridge movement by a traffic 
study carrier) the traffic service units of tftis 
carrier will be costed out by applying the 
latest applicable territorial costs, as updated, 
published by the Commission's cost finding 
section. As a result, a comparison may be 
made as to the relative profitability of the 
Issue vs. nonissue traffic. 

4. Revenue need. The proponent car¬ 
riers shall submit evidence of the sum of 
money, in addition to operating expenses, 
needed to attract debt and equity capital 
which they require to insure financial 
stability and the capacity to render serv¬ 
ice. This evidence shall include (1) for 
each individual Class I and Class II traf¬ 
fic study carrier (without limiting the 
evidence that may be presented), the 
data required by Parts I and II of the 
appendix, and (2) for all such study car¬ 
riers aggregated (again without limita¬ 
tion as to the evidence that may be pre¬ 
sented), the data required by Parts I, H, 
and HI of the appendix. 

The purpose of this paragraph is to de¬ 
velop the sum of money, in addition to oper¬ 
ating expenses, needed by the carriers to 
attract debt and equity capital to insure fi¬ 
nancial stability and capacity to render serv¬ 
ice. As set forth in the appendix, specific data 
regarding revenue need are required to be 
submitted. 


table, this percentage is obtained after line 
21. Tlius, the cost study carriers would in¬ 
clude all Instruction 27 carriers above line 22. 


In the appendix, Method A utilizes the ton 
and ton-mile method of allocating the con¬ 
stant costs and sum of money to the issue 
traffic (line 16). Also in the appendix, 
Method B utilizes the dollar (expense) 
method of allocating the constant cost and 
sum of money to the issue traffic (line 16). 
In the matter of allocating constant cost, the 
appendix, Methods A and B represent two 
methods of allocating constant costs. It is 
recognized that other methods might be 
shown to be justified by the nature of a par¬ 
ticular proposal. In this connection, atten¬ 
tion is called to the following ultimate 
finding of our recent decision in Docket No. 
34013, Rules to Govern the Assembling and 
Presenting of Cost Evidence, supra: 

(4) The allocation of constant costs to 
particular services, for ratemaking purposes, 
should result in the assignment of an equi¬ 
table portion of such expenses to the particu¬ 
lar services, and no single method can be 
considered as universally applicable to all 
transportation services. 

The appendix requires in Parts I and II the 
following information for each Class I and 
Class n traffic study carrier Included in the 
frame for sampling purposes on an actual 
(columns 3 and 4) and projected (column 5) 
year basis: 

(1) System operating revenues and ex¬ 
penses. 

(2) System “sum of money,” above oper¬ 
ating expenses, devoted to transportation 
service (line 14). 

(3) Financial ratios on a system basts, viz. 

(a) Rate of return on Investment in op¬ 
erating property plus working capital (line 
24). 

(b) Rate of return on shareholders' equity 
less intangibles (line 25) . 

(c) Operating ratio (line 26). 

(d) Turnover ratio (line 27). 

Data in Parts I and II of the appendix for 
each Individual traffic study carrier will 


Illustration or Selection or Cost Study Carriers 


Line No. 


Class I or Class II 
caiTlcr name • 


0 ) 


Inst met ion 
27 or Non- 


Carrier 

system 


instruction rev emu's 

27 


( 2 ) 


( 3 ) 


Tssuo 

traffic 

revenues 

(4) 


Percent Issue 
traffic rev¬ 
enues to sys¬ 
tem reveum s 

( 6 ) 


I. ~ 

2— 

3 - 

4 _ 

5 - 

G... 

7_' 

8— 

9_ 

10 — 

II . .. 
12 — 
13— 
14 

15.. 
16- 
17—- 

18 .. . 
19- 
20 _. 
21 

22 ... 

23 

24- 

25 

28 

27 



(000) 

(000) 


27 

$10,000 

$9.900 

99.0 

27 

15,000 

14,500 

96.7 

27 

2,000 

1,900 

95.0 

27 

(1,000 

6,280 

88.0 

27 

16,000 

13,700 

86.0 

Non 

1,000 

850 

85.0 

Non 

8,000 

6,800 

85.0 

27 

40,000 

33,720 

M.3 

27 

150,000 

126,150 

84.1 

Non 

' 2, NX) 

2,020 

80.8 

27 

7,500 

ft , 045 

80.6 

Non 

3, (XX) 

2,385 

79.5 

27 

660 

395 

70.5 

Non 

750 

525 

70.0 

27 

20,000 

13, NX) 

68.0 

27 

13,000 

8,580 

• 66.0 

27 

2,000 

1,300 

65.0 

Non 

5,050 

3,182 

03.0 

27 

16,000 

9, (XX) 

fi 0.0 

27 

30.000 

lfi, 500 

55.0 

27 

35,000 

14, (XX) 

40.0 

27 

2.000 

600 * 

25.0 

27 

560.000 

45,000 

8.0 

27 

70.000 

5,000 

8.0 

27 

80, (XX) 

4,800 

6.0 


28 


All other carriers .....— 1H, I0» 

Total all participating 

carriers . .. .. 365,000 

Total Instruction 27 

carriers above 75 percent ...... 275,230 3 75.4. 


i List each Class I or Class 11 carrier obtaining 1 percent or more of itssvstem revenue from the issue traffic. Carriers 
obtaining less than 1 jrercent of their system revenue from the Issue traffic nmy be grouped together under “all other 

: The subtotal lu last lino of column 4 ($275,230) represents the total of the Issue traffic revenues over 75 percent of 
the revenues from the traffic at issue by all port lei paling carriers ($365,000). Thus all Instruction 27 carriers above 
this line would be Cost and Traffic Study carriers; and the Non-instruction 27 carriers above line 22 plus nil earners 
below line 21, except those ground in line 26, would bo traffic study carriers. 
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summarized, and. in addition. Part III will 
show the operating expenses and operating 
revenues on the traffic at issue for all the 
Class I and Class II traffic study carriers com¬ 
bined. Line 30 will represent the total dollars 
that those carriers allegedly need to earn 
in the projected year. Line 31 of the appendix 
Is a comparison of allegedly needed dollars 
with the revenues that the carriers project 
they will in fact obtain, and it should show 
whether an increase in rates is warranted. 

Two items considered in computing the 
system and issue traffic sum of money, are 
income taxes (line 9) and rate of return on 
shareholders’ equity less intangibles (line 
25). Line 9, columns 3 and 4. will show the 
actual income taxes paid from the annual 
report. However, In column 5, the projected 
year income taxes will be based on the esti¬ 
mated taxable Income reduced by the taxes 
applicable to "other income.” such as cap¬ 
ital gains transactions. In other words, the 
statutory tax rate of 48 percent (plus the 
surcharge tax. if any) should not be used. 
This represents a departure from previous 
computations of before-tax income. With 
respect to line 25. columns 3 and 4 will show 
the actual rate based on net income (line 
10) divided by shareholders* equity less in¬ 
tangibles (line 8). However, in column 5, 
the amount of net income to be shown will 
be based on a percent which Is to be sup¬ 
ported by evidence that It is a Just and 
reasonable rate of return on equity. 

5. Affiliate data. All traffic study car¬ 
riers included in the frame shall submit 
detailed data regarding carrier-affiliate 
financial and operating relationships and 
transactions, including any and all in¬ 
dividuals, partnerships, and corporations 
affiliated with respondents, when such 
transactions aggregate $5,000 or more 
for any one affiliate during a given year. 
The sum of the affiliate profits for each 
traffic study carrier for the years in¬ 
dicated in the appendix shall be shown 
on line 12 therein. Also, for the years 
shown in the appendix, the following in¬ 
formation shall be provided: 

a. If the affiliate derives revenue from 
the sale or lease of property or from 
services through transactions with per¬ 
sons other than respondent, indicate the 
percentage of the revenue of such busi¬ 
ness to the total revenue of the affiliate 
for the years indicated. 

b. A statement listing the amount of 
wages, salaries, bonuses, and other com¬ 
pensation paid by the affiliate to any in¬ 
dividual w'ho is also a respondent or an 
officer, director, or substantial stock¬ 
holder of a respondent; or the wife or 
close relative of a respondent or officer, 
director, or substantial stockholder of a 
respondent. 

c. The term “affiliate 0 as used herein 

means: 

1 Any individual who is also a re¬ 
spondent; an officer, director, or sub¬ 
stantial stockholder of a respondent; or 
the wife or close relative either of a re¬ 
spondent, or of an officer, director, or 
substantial stockholder of a respondent. 

2. Any partnership in which one of 
the partners is a respondent; an officer, 
director, or substantial stockholder of 
« respondent; or the wife or close rela¬ 
tive either of a respondent; or of an of- 
ncer. director, or substantial stockholder 
01 a respondent. 

3- Any corporation whose stock is 
"holly or partly owned by a respondent; 


by an officer, director, or substantial 
stockholder of a respondent; or by the 
wife or close relative either of a respond¬ 
ent or of an officer, director, or sub¬ 
stantial stockholder of a respondent. 

4. Any corporation which exercises 
control over the operations or finances 
of respondent. 

Certain detailed Information previously re¬ 
quired by orders entered In individual reve¬ 
nue proceedings has been eliminated because 
it has been found that such information is 
unnecessary to resolve the issues arising in 
these revenue proceedings. That required 
above conforms to the revised reporting re¬ 
quirements adopted in No. 35129, Annual 
Reports of Class I and Class II Motor Car¬ 
riers of Property. 

6. The Commission will take official 
notice of all of the proponent earners’ 
annual and quarterly reports on file with 
the Commission. 

7. The detailed information called for 
herein shall be in writing and shall be 
verified by a person or persons having 
knowledge thereof. The original and 16 
copies of each verified statement for the 
use of the Commission shall be filed with 
the Secretary. Interstate Commerce 
Commission, Washington, D.C. 20423. 
One copy of each statement shall be sent 
by first-class mail to each of the Re¬ 
gional Offices of the Commission in the 
area affected by the proposed increase. 


Cost Allocation 
See Part I, lino 16 
O Method A, D Method B 
Chock one; provide both 


where it will be open to public inspec¬ 
tion. A copy of each statement shall be 
mailed by first-class mail to each party 
of record in the last formal proceeding 
concerning a general rate increase in the 
affected area or territory, and that fact 
shall be evidenced by a certificate of 
service filed with the schedules or peti¬ 
tions. Information with respect to car¬ 
rier affiliates may be served on the 
parties in summary form, if so desired. 
Where service is made by mail, the state¬ 
ments shall be mailed in time to be re¬ 
ceived on the date the original is filed 
with the Commission. A copy of each 
statement shall be furnished to any in¬ 
terested person on request. 

8. All underlying data used in prep¬ 
aration of the material outlined above 
shall be made available in the office of 
the party serving such verified matter 
during usual office hours for inspection 
by any party of record desiring to do so, 
and shall be made available to the Com¬ 
mission upon request therefor. The un¬ 
derlying data shall be made available 
also at the hearing, but only if and to 
the extent specifically requested in writ¬ 
ing and required by any party for the 
purpose of cross-examination. 

By the Commission. 

r seal] Joseph M. Harrington, 

Acting Secretary. 


Traffic Study Carrier. 



Appknimx—Revenue Need. Financial Ratios and Allocation 

to Traffic in Issue 





Second 

First 

Projected 

Lino 



preceding 

preotdfng 

or 

No. 

Item 

Source for columns 3 and 4 * 

calendar 

calendar 

constructed 




year 

year 

year * 




(actual) 

(actual) 



(D 

(2) 

(3) 

(4) 

(5) 


Part I, Revenue Need: 

1 Operating revenues. 

2 Operating expenses. 

3 Lease of distinct operating unit (net)_ 

4 Miscellaneous deductions less other 

income. 

5 Interest Included in miscellaneous 

deductions. 

6 Shareholders' equity ». 

7 Intangible* 3 . 

8 Shareholder*’ equity less In tangibles_ 

9 Income taxes on ordinary income <.. 

10 Net Income or loss ». 

11 Sum of money above operating expenses. 

12 Affiliate profits •.. 

13 Sum of money less affiliate profits. 

14 Sum nf money devoted to transpor¬ 

tation. 

IB System revenue need items and pro¬ 
jected revenue need. 

16 Constant costs and sum of money 

allocated to issue traffic. 

Part II. Financial Ratios: 

17 Current assotsTr.... 

18 Current liabilities *... 

19 Carrier ojwrating property (owned plus 

leased to others).* 

20 Net tangible property *. 

21 Percent property devoted to transpor¬ 

tation. 

See footnotes at end of table. 


Annnal Report Schedule 
2996, line 3. 

Animal Report Schedule 
2998, line 10. 

Annual Report Schedule 
2998, net of lines 12 and 
13. 

Annual Report Schedule 
2998 (line 27 minus lino 
20 ). 

Annual Report Schedule 
2898, line 23. 

Annual Report Schedule 
101, line 156. 

Annual Report Schedule 
100, line 32. 

I : ■ . 

Annual Report Schedule 
2998. line 29. 

Annual Report Schedule 
2998. line 3\ 

Sum of lines 4, 9, and 10_ 

From affiliate analysis. 

Line 11 minus line 12. 

(Line 13Xltne 21)+Une 3... 


Line 2-fline 14. 


8e* Method A □ and 
Method B □, check one; 
provide both. 

Annual Report Schedule 

100, line 18. 

Annual Report Schedule 

101, line 14. 

Annual Report Schcdulo 
100, line 21-Mine 23. 
Annual Report Schedule 
100. line 28. 

Line 19-rliitc 20.. 


- $. 

......... $. 


. $- 

XXX $. 

.I. 

. $. 
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Note C: When a Class 1 or Class II traffic study carrier (as defined for revenue need purposes) Is nn Instnictlon 
27 carrier determine the amount of constant costs, excluding unrelated, by using Statement 6-68, Highway Form 
B, Schedule A, line 111 column 3 multiplied by 90 percent to obtain the variable portion. When a Class 1 or Class 
11 traffic study carrier is not an Instnictlon 27 carrier then use the composite percentage relationship developed for 
all Instnictlon 27 carriers (for revenue need purposes) In the following manner: Divide Highway Form B. Line 109, 
column 3, minus column 11 by line 109, column 3, and multiply the resulting percentage by line 2 in Part 1. This 
result is then multiplied by 90 percent. 

(P R. Doc. 70-11525; Filed, Sept. 1.1970; 8:45a.m.( 


fourth section applications for 

RELIEF 

August 28,1970. 

Protests to the granting of an appli¬ 
cation must be prepared in accordance 
with § 1100.40 of the general rules of 
practice (49 CFR 1100.40) and filed 
within 15 days from the date of publica¬ 
tion of tills notice in the Federal 
Register. 

Long-and-Short Haul 

FSA No. 42041— Soda ash from Solvay 
and Syracuse, N.Y. Filed by Traffic Ex¬ 
ecutive Association-Eastern Railroads, 
agent (E.R. No. 2985), for interested rail 
carriers. Rates on soda ash, in bulk, in 
covered hopper cars, in carloads, as de¬ 
scribed in the application, from Solvay 
and Syracuse, N.Y., to West Carteret- 
Woodbridge, N.J. 

Grounds for relief—Market competi¬ 
tion. 

Tariff—Supplement 93 to Erie Lack- 
awana Railway Co. tariff ICC 24660 
(DL&W Series). 

FSA No. 42042— Iron or steel pipe and 
related articles from Boston f Mass . Filed 
by Southwestern Freight Bureau, agent 
(No. B-181), for interested rail carriers. 
Rates on iron or steel pipe and related 
articles, in carloads, as described in the 
application, from Boston, Mass., to 
points in southwestern territory. 

Grounds for relief—Market competi¬ 
tion and rate relationship. 

Tariff—Supplement 162 to Southwest¬ 
ern Freight Bureau, agent, tariff ICC 
4620. 

By the Commission. 

[seal] Joseph M. Harrington, 

Acting Secretary. 

(P.R. Doc. 70-11587; Piled, Sept. 1. 1970; 

8:49 a.m.) 


(Notice 81( 

MOTOR CARRIER APPLICATIONS AND 

CERTAIN OTHER PROCEEDINGS 

August 28.1970. 

The following publications are gov¬ 
erned by the new Special Rule 1.247 of 
the Commission’s rules of practice, pub¬ 
lished in the Federal Register, issue of 
December 3,1963, which became effective 
January 1 , 1964. 

The publications hereinafter set forth 
reflect the scope of the applications as 
hied by applicant, and may include de¬ 
scriptions, restrictions, or limitations 
which are not in a form acceptable to 
the Commission. Authority which ulti¬ 
mately may be granted as a result of the 
applications here noticed will not neces¬ 
sarily reflect the phraseology set forth 
in the application as filed, but also will 


eliminate any restrictions which are not 
acceptable to the Commission. 

Motor Carriers of Property 

No. MC 109478 (Sub-No. 114) ^pub¬ 
lication), filed September 18, 1969, pub¬ 
lished in the Federal Register issue of 
November 20. 1969, and republished this 
issue. Applicant: WORSTER MOTOR 
LINES, INC., Gay Road, North East, Pa. 
16428. Applicant’s representative: Wil¬ 
liam W. Knox, 23 West 10th Street, Erie, 
Pa. 16501. A recommended report and 
order of the Hearing Examiner which 
was served July 16, 1970, and which be¬ 
came effective by operation of law on 
August 17, 1970, with a service date of 
August 25, 1970, finds: upon considera¬ 
tion of all evidence of record, that the 
present and future public convenience 
and necessity require operation by appli¬ 
cant, in interstate or foreign commerce 
as a common carrier by motor vehicle, 
over irregular routes, of (1) fruit juices 
and fruit juice products, from Brocton 
and Westfield, N.Y., and North East. Pa., 
to points in Massachusetts, Connecticut, 
Rhode Island, New York, New Jersey, 
Pennsylvania. Delaware, Maryland, West 
Virginia, the District of Columbia, Indi¬ 
ana, Illinois, Ohio, and the Lower Penin¬ 
sula of Michigan (except that no service 
may be performed under this authority 
from North East, Pa., to points in Penn¬ 
sylvania), (2) vinegar, from Lindonville, 
North Rose, and Lyons, N.Y., to Cham¬ 
paign, HI., and points in Pennsylvania. 
Ohio, Massachusetts. Connecticut, and 
Rhode Island. (3) wine and grape juice 
from Westfield, N.Y., to points in Penn¬ 
sylvania, Massachusetts, Rhode Island, 
New York (except New York City), Con¬ 
necticut, New Jersey. Delaware. Mary¬ 
land, the District of Columbia. Indiana, 
Illinois, Ohio, and the Lower Peninsula 
of Michigan, and (4) wine, from Brocton, 
N.Y., to points in Massachusetts, Con¬ 
necticut, Rhode Island, New York, New 
Jersey, Pennsylvania, Delaware, Mary¬ 
land, West Virginia, the District of Co¬ 
lumbia, Indiana, Illinois, Ohio, and the 
Lower Peninsula of Michigan: subject to 
the restriction that any duplication be¬ 
tween the authority granted herein and 
any other authority held by applicant 
shall be considered as resulting in a 
single operating right, not severable by 
sale or otherwise. Because it is possible 
that other parties who have relied upon 
the notice of the application as pub¬ 
lished, may have an interest in and 
would be prejudiced by the lack of proper 
notice of the authority described in the 
findings in this order, a notice of the au¬ 
thority actually granted will be pub¬ 
lished in the Federal Register and issu¬ 
ance of a certificate in this proceeding 
will be withheld for a period of 30 days 
from the date of such publication, dur¬ 
ing which period any proper party in 
interest may file a petition for leave to 


reopen the proceeding or for other ap¬ 
propriate relief setting forth in detail 
the precise manner in which it has been 
so prejudiced. 

No. MC 119767 (Sub-No. 231) (Repub¬ 
lication), filed December 4, 1969, pub¬ 
lished in the Federal Register issue of 
January 22, 1970, and republished this 
issue. Applicant: BEAVER TRANSPORT 
CO., a corporation, 100 South Calumet 
Street, Burlington, Wis. 53105. Appli¬ 
cant’s representative: A. Bryant Tor- 
horst (same address as applicant). The 
modified procedure has been followed in 
this proceeding and an order of the 
Commission, Operating Rights Board, 
dated July 31,1970, and served August 20, 
1970, finds; that the present and future 
public convenience and necessity require 
operation by applicant, in interstate or 
foreign commerce, as a common carrier 
by motor vehicle, over irregular routes, 

(1) of prepared food and beverages, from 
Munster, Ind., to Cincinnati, Ohio, and 

(2) (a) of charcoal, charcoal briquettes, 
wood chips, lighter fluid and fireplace 
logs and (b) accessories used in outdoor 
cooking, in mixed loads with the com¬ 
modities authorized in (2) (a) above, 
from Waupaca, Wis., to points in Illinois, 
Indiana, Iowa, Kentucky, Michigan, Min¬ 
nesota, Missouri, Nebraska, and Ohio, 
and to Kansas City, Kans. Because it is 
possible that other parties who have re¬ 
lied upon the notice of the application 
as previously published may have an in¬ 
terest in and would be prejudiced by the 
lack of proper notice of the authority 
described in the findings in this order, 
a notice of the authority actually granted 
will be published in the Federal Regis¬ 
ter and issuance of a certificate in this 
proceeding will be withheld for a period 
of 30 days from the date of such pub¬ 
lication, during which period any proper 
party in interest may file an appropri¬ 
ate petition to reopen or for other appro¬ 
priate relief setting forth in detail the 
precise manner in which it has been so 
prejudiced. 

No. MC 124705 (Sub-No. 3) (Republi¬ 
cation). filed August 19, 1968, published 
in the Federal Register issue of Septem¬ 
ber 6, 1968, and November 7, 1968, and 
republished this issue. Applicant: SWAN 
MESSENGER SERVICE, INC., Post Of¬ 
fice Box 3. East Brunswick, N.J. 08816. 
Applicant’s representative: William J. 
Augello, Jr., 36 West 44th Street, New 
York, N.Y. 10036. A Report and Order of 
the Commission, Division 1, Acting as an 
Appellate Division, decided August 5. 
1970, and served August 21, 1970, on re¬ 
consideration, finds; that the present and 
future public convenience and necessity 
require operation by applicant, as a com¬ 
mon carrier by motor vehicle, over irregu¬ 
lar routes of general commodities (ex¬ 
cept classes A and B explosives, household 
goods as defined by the Commission, 
commodities in bulk, commodities requir¬ 
ing special equipment, cash letters, ar¬ 
ticles of unusual value, radiopharmaceu¬ 
ticals and medical isotopes, and exposed 
and processed film and prints) between 
points in Middlesex County, N.J., on the 
one hand, and, on other, Baltimore, Md., 
restricted against the transportation (1) 
of any packages weighing more than 250 
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pounds each, and (2) of shipments 
weighing in the aggregate more than 
5,000 pounds from one consignor to con¬ 
signee on any 1 day; that applicant is fit, 
willing, and able properly to perform such 
service and to conform to the require¬ 
ments of the Interstate Commerce Act 
and our rules and regulations there¬ 
under; that a certificate authorizing 
such operation should be granted, 
subject to the condition that to the 
extent the authority granted herein 
duplicates any authority now held by 
applicant, it shall not be construed as 
conferring more than a single operating 
right. Because it is possible that other 
persons, who have relied upon the notice 
of the application as published, may have 
an interest in and would be prejudiced 
by a lack of proper notice of the author¬ 
ity described in the findings herein, a no¬ 
tice of the authority actually granted will 
be published in the Federal Register and 
issuance of a certificate in this proceed¬ 
ing will be withheld for a period of 30 
days from the date of such publication, 
during which period any proper party in 
interest may file a petition to reopen the 
proceeding or for other appropriate re¬ 
lief setting forth in detail the precise 
manner in which it has been so 
prejudiced. 

No. MC 133189 (Republication), filed 
September 25, 1968, published in the Fed¬ 
eral Register issue of October 17, 1968, 
and republished this issue. Applicant: 
VANT TRANSFER, INC., 5075 Mulcare 
Drive, Minneapolis, Minn. 55421. Appli¬ 
cant’s representative: WilUam S. Rosen, 
630 Osborne Building, St. Paul, Minn. 
55102. A Report and Order of the Com¬ 
mission, Division 1. Acting as an Appel¬ 
late Division, decided August 7. 1970, and 
served August 20, 1970, finds; that the 
present and future public convenience 
and necessity require operation by ap¬ 
plicant. in interstate or foreign com¬ 
merce, as a common carrier by motor 
vehicle, over irregular routes, of iron and 
steel articles, from the plantsites of 
North Star Steel Co., at Newport, Minn., 
to points In Colorado, Idaho, Illinois, 
Montana, Nebraska. North Dakota, South 
Dakota. Washington, Wisconsin, Wyo¬ 
ming, and Utah; that applicant is fit, 
willing, and able properly to perform 
such service and to conform to the re¬ 
quirements of the Interstate Commerce 
Act and to the Commission’s rules and 
regulations thereunder. Because it is pos¬ 
sible that other parties, who have relied 
upon the notice of the application as 
published, may have an interest in and 
would be prejudiced by the lack of proper 
notice of the authority described in the 
findings in this report, a notice of the 
authority actually granted will be pub¬ 
lished in the Federal Register and is¬ 
suance of a certificate in this proceeding 
will be withheld for a period of 30 days 
from the date of such publication, during 
which period any proper party in inter¬ 
est may file an appropriate petition to re¬ 
open or for other appropriate relief set¬ 
ting forth in detail the precise manner 
in which it has been so prejudiced. 

No. MC 134203 (Sub-No. 2) (Republi¬ 
cation), filed December 22. 1969, pub¬ 
lished in the Federal Register issue of 


January 29, 1970, and republished this 
issue. Applicant: CHEMICAL STORAGE 
AND TRANSPORT CORPORATION. 
Post Office Box 419, 5100 Virginia Beach 
Boulevard, Norfolk, Va. 23501. Appli¬ 
cant’s representative: Robert V. Peabody 
(same address as above). By application 
filed and published as indicated above, 
applicant seeks a permit as contract car¬ 
rier by motor vehicle. The modified pro¬ 
cedure has been followed in this pro¬ 
ceeding and a Report and Order of the 
Commission, Review Board Number 1, 
decided August 15, 1970, and served 
August 24. 1970, finds; that viewing the 
substance of the application, the pro¬ 
posed service is actually that of a com - 
mon carrier by motor vehicle; and that 
the present and future public conven¬ 
ience and necessity require operation by 
applicant, in interstate or foreign com¬ 
merce, as a common carrier by motor 
vehicle, over irregular routes, of molten 
sulphur, in bulk, in tank vehicles, from 
Norfolk, Va., to Tunis, N.C.; that appli¬ 
cant is fit, willing, and able properly to 
perform such service and to conform to 
the requirements of the Interstate 
Commerce Act and the Commission’s 
rules and regulations thereunder. Be¬ 
cause it is possible that other parties, 
who have relied upon the notice of the 
application as published may have an in¬ 
terest in and would be prejudiced by the 
lack of proper notice of the authority de¬ 
scribed in this order, a notice of the au¬ 
thority actually granted will be published 
in the Federal Register and issuance of 
a certificate in this proceeding will be 
withheld for a period of 30 days from the 
date of such publication during which 
period any proper party in interest may 
file a petition to reopen or for other ap¬ 
propriate relief setting forth in detail the 
precise manner in which it has been so 
prejudiced. 

Notice of Filing of Petitions 

No. MC 30209 (Sub-Nos. 6, 9, and 18), 
(Notice of Filing of Petition for Modifica¬ 
tion and Amendment of Permits for Ad¬ 
dition of Shipper and Change of Ware¬ 
house Location). filed August 7, 1970. Pe¬ 
titioner: JOHN O’SHEA, INC., Ridgefield 
irark, N.J. Petitioner's representative: 
Bert Collins, 140 Cedar Street, New' York, 
N.Y. 10006. Petitioner holds permit in 
No. MC 30209 Sub No. 6 to operate as a 
motor contract carrier, transporting: 
Such merchandise as is dealt in by whole¬ 
sale and retail grocery businesses, be¬ 
tween Carlstadt, N.J., on the one hand, 
and, on the other, points in Orange, 
Rockland. Westchester, Nassau, and Suf¬ 
folk Counties. N.Y., and points in North¬ 
ampton, Lehigh, and Berks Counties, Pa., 
under a continuing contract, or contracts, 
with S and W Fine Foods, Inc., Carlstadt, 
N.J. It holds authority in No. MC 30209 
Sub No. 9 to transport: Such merchan¬ 
dise as is dealt in by wholesale, retail, and 
chain grocery and food business houses, 
from the warehouse site of S and W Fine 
Foods, Inc., in Carlstadt, N.J., to Albany, 
N.Y., and points in Sullivan, Ulster, 
Dutchess, and Putnam Counties, N.Y.; 
and Returned shipments of the above- 
described commodities, from Albany, 
N.Y., and points in Sullivan, Ulster. 


Dutchess, and Putnam Counties, N.Y., 
to the warehouse site of S and W 
Fine Foods, Inc., in Carlstadt, N.J., under 
continuing contract, or contracts, with 
S and W Fine Foods, Inc., of Carlstadt, 
N.J. It holds authority in No. MC 30209 
Sub No. 18 to transport: Such merchan¬ 
dise as is dealt in by wholesale, retail, 
and chain grocery and food business 
houses (except commodities in bulk in 
tank vehicles), between Newark, N.J., on 
the one hand, and, on the other, points 
in Orange, Rockland, Westchester, Nas¬ 
sau. Suffolk, Sullivan, Ulster, Dutchess, 
and Putnam Counties. N.Y.; and North¬ 
ampton, Lehigh, Berks, Bucks. Mont¬ 
gomery, and Philadelphia Counties, Pa M 
under contract, or contracts with White 
Rose Foods Corp., of East Elizabeth. 
N.J. By the instant petition, petitioner 
requests that permits MC 30209 Subs 6 
and 9 be modified by deleting Carlstadt, 
N.J., as an origin point and substituting 
the origin of Jersey City, N.J., and adding 
to MC 30209 Sub 18 the name of S and 
W Fine Foods, Inc., as an additional 
contracting shipper in connection there¬ 
with. Any interested person desiring to 
participate may file an original and six 
copies of his written representations, 
views, or argument in support of, or 
against the petition within 30 days from 
the date of publication in the Federal 
Hegister 

No. MC 45021 (Sub-No. 5) (Notice of 
Filing of Petition for Modification and 
Amendment of Permit for Addition of 
Shipper), filed August 13, 1970. Peti¬ 
tioner: SPEEDY TRUCKING CO., INC., 
Totowa. N.J. Petitioner’s representative: 
Bert Collins, 140 Cedar Street, New York, 
N.Y. 10006. Petitioner holds a permit in 
No. MC 45021 (Sub-No. 5) authorizing 
the transportation as a motor contract 
carrier, over irregular routes, of; Such 
merchandise as is dealt in by wholesale 
and retail grocery houses (except in 
bulk), between points in Totowa Borough 
(Passaic County), N.J., on the one hand, 
and, on the other, points in Connecticut, 
Delaware, Massachusetts, New York, 
Pennsylvania, and Rhode Island. Re¬ 
striction: The operations authorized 
herein are limited to a transportation 
service to be performed under a continu¬ 
ing contract, or contracts, with Filigree 
Foods. Inc., of Totowa. N.J. by the in¬ 
stant petition, petitioner seeks to add 
J. Ossola Co., Inc., as an additional 
shipper. Any interested person desiring 
to participate may file an original and 
six copies of his written representations, 
views, or argument in support of or 
against the addition of such shipper 
within 30 days from the date of publica¬ 
tion in the Federal Register. 

No. MC 125918 (Sub-Nos. 1. 4, and 6) 
(Notice of Filing of Petition to Add 
Name of Shipper), filed August 7. 1970. 
Petitioner: JOHN A. DIMEGLIO. An- 
cora, N.J. Petitioner’s representative: 
George A. Olsen, 69 Tonnele Avenue, 
Jersey City, N.J. 07306. Petitioner holds 
authority in No. MC 125918 Sub 1. as 
follows; Brick , over irregular routes, 
from Winslow, N.J., to points in Chester, 
Montgomery, Bucks, Delaware, Lancas¬ 
ter, Berks, Philadelphia, and Lehigh 
Counties, Pa., and Delaware, with no 
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transportation for compensation on re¬ 
turn except as 'otherwise authorized. 
From Washington, D.C., and Charleston, 
Martinsburg, and North Mountain, 
W. Va., to points in Chester, Mont¬ 
gomery, Bucks, Delaware, Lancaster, 
Berks, Philadelphia, and Lehigh Coun¬ 
ties, Pa., Mercer, Middlesex, Monmouth, 
Ocean, Burlington, Camden, Gloucester, 
Salem, Atlantic, Cumberland, and Cape 
May Counties, N.J., and Delaware, with 
no transportation for compensation on 
return except as otherwise authorized. 
From Harrisburg, Middletown, Ephrata, 
Wyomissing, Shoemakers ville, York, 
Watson town, and Mifflin ville, Pa., and 
points in the Beaver Falls, Pa., commer¬ 
cial zone as defined by the Commission 
(except Fallston, Pa.) to points in Mer¬ 
cer, Middlesex, Monmouth, Ocean, Bur¬ 
lington, Camden. Gloucester, Salem, 
Atlantic, Cumberland, and Cape May 
Counties, N.J., and Delaware, with no 
transportation for compensation on re¬ 
turn except as otherwise authorized. 
Restriction: The operations authorized 
herein are limited to a transportation 
service to be performed under a 
continuing contract, or contracts, with 
the Diener Brick Co., of Collingswood, 
N.J. In No. MC 125918 Sub 4, as follows: 

Brick, tile and clay products, over ir¬ 
regular routes, from Ancora, N.J., to 
points in New Jersey, with no transpor¬ 
tation for compensation on return ex¬ 
cept as otherwise authorized. Restric¬ 
tion: The service authorized herein is 
subject to the following conditions: The 
authority granted herein shall be re¬ 
stricted to shipments having a prior 
movement by rail from origins beyond 
New Jersey. The operations authorized 
herein are limited to a transportation 
service to be performed, under a con¬ 
tinuing contract or contracts, with the 
following shipper: Diener Brick Co., of 
Collingswood, N.J., Glenwood Refrac¬ 
tories Co., of Brooklyn, N.Y. In No. MC 
102918 Sub 6 as follows: Brick and tile 
(except refractories), from Hazel ton and 
Fallston, Pa., to points in Delaware and 
points in Mercer, Middlesex. Monmouth, 
Ocean, Burlington, Camden, Gloucester, 
Salem, Atlantic, Cumberland, and Cape 
May Counties, N.J., with no transporta¬ 
tion for compensation on return except 
as otherwise authorized. From points in 
Virginia. North Carolina, and South 
Carolina, to points in Delaware, points 
in Mercer, Middlesex, Monmouth, Ocean, 
Burlington. Camden, Gloucester, Salem, 
Atlantic, Cumberland, and Cape May 
Counties, N.J., and those in Chester, 
Montgomery, Bucks, Delaware, Lan¬ 
caster, Berks, Philadelphia, and Lehigh 
Counties, Pa., with no transportation 
for compensation on return except as 
otherwise authorized. Restriction: The 
operations authorized herein are limited 
to a transportation service to be per¬ 
formed, under a continuing contract, 
or contracts, with Diener Brick Co., 
of Collingswood, N.J. By the instant 
petition, petitioner seeks to add the 
name of Glen-Gery Corp., Reading, 
Pa - as an additional shipper. Any 
interested person desiring to partici¬ 
pate may file an original and six 
copies of his written representations, 


NOTICES 

views or argument in support of or 
against the petition within 30 days from 
the date of publication in the Federal 
Register. 

Transfer Applications Under Section 
212(b) Which Have Been Designated 
for Oral Hearing 

No. MC-FC-71552 (Corection), pub¬ 
lished Federal Register, issue of Au¬ 
gust 5, 1970, and republished as cor¬ 
rected this issue. Authority sought by 
transferee. La Venture Bros. Transfer, 
a corporation, doing business as La Ven¬ 
ture Bros. Van Lines. 3808 East Slauson 
Avenue, Maywood, Calif. 90270, to trans¬ 
fer to transferee a portion of the oper¬ 
ating authority of transferor, Cartwright 
Van Lines, Inc., 4411 East 119th Street, 
Grandview, Mo. 64030. Transferee's and 
transferor’s representatives: John S. 
Byrnes, Jr., Suite 219, Alhambra Profes¬ 
sional Building. 317 West Main Street, 
Alhambra, Calif. 91801, for transferee, 
and Wentworth E. Griffin, Suite 812, 
Midland Building, 1221 Baltimore Ave¬ 
nue, Kansas City, Mo. 64105, for trans¬ 
feror. Note: The purpose of this partial 
publication is to show Wentworth E. 
Griffin as attorney for transferor, in lieu 
of Warren N. Grossman incorrectly 
shown as party in this transaction. The 
remainder of the notice remains as pre¬ 
viously published. 

Applications for Certificates or Per¬ 
mits Which Are To Be Processed Con¬ 
currently With Applications Under 
Section 5 Governed by Special Rule 
240 to the Extent Applicable. 

No. MC 50307 (Sub-No. 54), filed 
July 23, 1970. Applicant: INTERSTATE 
DRESS CARRIERS, INC., 247 West 35th 
Street, New York, N.Y. 10001. Applicant’s 
representative: Herbert Burstein, 30 
Church Street, New York, N.Y. 10007. 
Authority sought to operate as a com¬ 
mon carrier, by motor vehicle, over ir¬ 
regular routes, transporting: Wearing 
apparel, materials, supplies, and equip¬ 
ment used in the manufacture thereof. 
Note: The instant application seeks 
solely to remove New York, N.Y., as a 
gateway so that applicant may be able 
to operate directly from points which it 
is authorized to serve under Us certif¬ 
icate No. MC 50307 and sub numbers 
thereunder, and the points in New Jersey 
presently held in No. MC 32631 and subs 
thereunder. Applicant states that the au¬ 
thority in said MC 32631 and subs 
thereunder generally authorizes service 
between points in the New York, N.Y.. 
commercial zone and various counties in 
New Jersey, which authority applicant 
is seeking to acquire by an application 
filed under section 5 of the Interstate 
Commerce Act. The instant application 
is a matter directly related to No. MC- 
F-10904, published in the Federal 
Register issue of August 5, 1970. If a 
hearing is deemed necessary, applicant 
requests it be held at New York, N.Y. 

No. MC 72140 (Sub-No. 57), filed 
August 11, 1970. Applicant: SHIPPERS 
DISPATCH, INC., 1216 West Sample 
Street, South Bend, Ind. 46624. Appli¬ 
cant’s representative: Ferdinand Born, 
601 Chamber of Commerce Building, 
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Indianapolis, Ind. 46204. Authority 
sought to operate as a common carrier, 
by motor vehicle, over regular and ir¬ 
regular routes, transporting: Regular 
route: General commodities (except 
classes A and B explosives), between 
Decatur and Quincy, HI, from Decatur 
over U.S. Highway 36 to junction Illinois 
Highway 125, thence over Illinois High¬ 
way 125 to junction U.S. Highway 67, 
thence over U.S. Highway 67 to junction 
U.S. Highway 24, thence over U.S. High¬ 
way 24 to Quincy, and return over the 
same route, serving all intermediate 
points, and the off-route points of Peters¬ 
burg and Meredosia, HI. Irregular 
routes: General commodities, serving 
Jersey ville, HI., and points in Hlinois 
within a 50-mile radius thereof. 
Note: This application is directly re¬ 
lated to MC-F-10923, published in the 
Federal Register issue of August 19. 
1970. Applicant states it could tack at 
East St. Louis, Springfield, Decatur, and 
Peoria, Ill. If a hearing is deemed nec¬ 
essary, applicant requests it be held at 
Chicago, HI., or St. Louis, Mo. 

No. MC 134029 (Sub-No. 1), filed Janu¬ 
ary 22, 1970. Applicant: SIGEL HEAVY 
HAULING COMPANY, a corporation. 
Rural Delivery No. 5, Post Office Box 146, 
Cadiz, Ohio 43807. Applicant’s represen¬ 
tative: Paul F. Beery, 88 East Broad 
Street, Columbus, Ohio 43215. Authority 
sought to operate as a common carrier, 
by motor vehicle, over irregular routes, 
transporting: (1) Commodities which be¬ 
cause of size or weight require the use 
of special equipment, between points in 
Wood. Pleasants, Wirt, and Jackson 
Counties, W. Va.. on the one hand, and. 
on the other, points in West Virginia, (2) 
contractor’s equipment, steel, lumber, 
plaster, plaster materials, brick, timbers, 
(including posts and cross ties used for 
piling), co7icrete and metal pipe, cement, 
heavy machinery and fabricated houses, 
between points in Jackson, Putnam, Lin¬ 
coln, Boone. Kanawha, Roane, Clay, 
Nicholas, Fayette, and Raleigh Counties, 
W. Va., and (3) road building materials, 
contractor’s equipment, and construction 
machinery (except commodities in bulk), 
between points in Pleasants, Wood, Wirt. 
Calhoun, Gilmer, Braxton, Randolph, 
Pocahontas, Webster, Mason, Putnam, 
Kanawha, Roane. Clay, Nicholas. Green¬ 
brier. Monroe, Summers, Fayette, Ra¬ 
leigh, Boone, Lincoln, Wayne, Cabell, 
Mingo, Logan. Wyoming. McDowell, and 
Mercer Counties, W. Va. Note: This ap¬ 
plication is directly related to MC-FC- 
71939, published in the Federal Regis¬ 
ter issue of February 3' 1970. The pur¬ 
pose of this application is to convert the 
certificate of registration of Badgett 
Trucking Co., MC 112798 Sub 6 to a Cer¬ 
tificate of Public Convenience and Ne¬ 
cessity. Applicant states that, if this ap¬ 
plication is approved, it will tack (1), 
(2), and (3) above and will further tack 
this authority so as to permit operations 
between points in West Virginia, on the 
one hand. and. on the other, points in Al¬ 
legheny, Washington, and Fayette Coun¬ 
ties, Pa. If a hearing is deemed necessary, 
applicant requests it be held at Colum¬ 
bus, Ohio. 
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Applications Under Sections 5 and 
210a(b) 

The following applications are gov¬ 
erned by the Interstate Commerce 
Commission's special rules governing 
notice of filing of applications by motor 
carriers of property or passengers under 
sections 5(a) and 210a(b) of the Inter¬ 
state Commerce Act and certain other 
proceedings with respect thereto. (49 
CPR 1.240). 

MOTOR CARRIERS OF PROPERTY 

No. MC-F-10901. (Correction) 
(NORTH PENN TRANSFER, INC.— 
Purchase (portion)—EASTON MOTOR 
FREIGHT, INC.), published in July 29, 
1970 issue of the Federal Register on 
page 12170. This notice is to show that 
the regular route authority to be acquired 
by NORTH PENN TRANSFER, INC., is 
solely between Phillipsburg, N.J., and 
Easton, Pa., serving off-route points in 
Lehigh and Northampton Counties, Pa., 
subject to certain restrictions . 

No. MC-F-10929. Authority sought for 
purchase by BANKERS DISPATCH 
CORPORATION, 4970 South Archer 
Avenue. Chicago. HI.. 60632, of the oper¬ 
ating rights of B. D. C. LTD., 20 Shef¬ 
field St., Toronto, Ontario. Canada, and 
for acquisition by BANKERS UTILITIES 
CORP., also of Chicago, Ill., of control 
of such rights through the purchase. Ap¬ 
plicants* attorneys: Arnold L. Burke, 69 
West Washington Street. Chicago, Ill. 
60602, and Warren W. Wallin. 330 South 
Jefferson, Chicago, Ill. 60606. Operating 
rights sought to be transferred: Such 
commercial papers, documents, written 
instruments, and business records (ex¬ 
cept currency and negotiable securities) 
as are used in the conduct and opera¬ 
tion of banks and banking institutions, 
as a common carrier over irregular 
routes, between Buffalo. N.Y., on the one 
hand, and, on the other, those ports of 
entry on the United States-Canada 
boundary line at Fort Erie and Niagara 
Falls, N.Y.; such commerial papers, doc¬ 
uments, and written instruments (except 
currency, and negotiable securities) as 
are used in the conduct and operation of 
banks and banking institutions, and 
audit media and other business records, 
between Seattle, Wash., on the one hand, 
and, on the other, the port of entry on 
the United States-Canada boundary line 
located at Blaine. Wash.; and in pending 
Docket No. MC-129416 Sub 7, covering 
the transportation of (1) processed and 
unprocessed film, prints, slides, audio 
and video tapes, and materials and sup¬ 
plies used in connection with commer¬ 
cial and television motion pictures; (2) 
audit media and other business records; 
and (3) graphic arts material, between 
Bellingham, Wash., on the one hand, 
and, on the other the port of entry on 
the international boundary line between 
the United States and Canada at Blaine, 
Wash. Vendee is authorized to operate as 
a common carrier in Nebraska, Kansas, 
Missouri, Illinois. Ind ana, Michigan, 
Wisconsin, Iowa, Tennessee, Ohio, Utah, 
Colorado, California, Washington, Mon¬ 
tana, Wyoming, Nevada, and Oregon, 
and as a contract carrier in Missouri, Il¬ 


linois, Tennessee. Indiana, Michigan, 
Ohio, Kansas, Nebraska, Iowa, Utah, 
Idaho, and Colorado. Application has not 
been filed for temporary authority under 
section 210a(b). 

No. MC-F-10932. Authority sought for 
control and merger by BOWLING 
GREEN EXPRESS, INC., Post Office Box 
1111, Plum Springs Road, Bowling 
Green, Ky. 42101, of the operating rights 
and property of MORGANTOWN 
TRUCKING CO., INCORPORATED. 122 
Tredco Drive, Nashville, Tenn. 37219, 
and for acquisition by DAMON MA¬ 
JORS, Caneyville, Ky., of control of su^h 
rights and property through the transac¬ 
tion. Applicants’ attorneys: Walter Har¬ 
wood, 1822 Parkway Towers, 404 James 
Robertson Parkway, Nashville. Tenn. 
37218 and Robert M. Pearce, Post Office 
Box E, Bowling Green, Ky. 42101. Oper¬ 
ating rights sought to be controlled and 
merged: General commodities, except 
those of unusual value, classes A and B 
explosives, household goods as defined 
by the Commission, commodities in bulk, 
and those requiring special equipment, 
as a common carrier over regular routes, 
between Nashville, Tenn., and Morgan¬ 
town, Ky., serving those intermediate 
points which are located in Butler 
County, Ky., with restriction. BOWLING 
GREEN EXPRESS, INC., is authorized 
to operate as a common carrier in Ken¬ 
tucky and Tennessee. Application has 
been filed for temporary authority under 
section 210a(b). 

No. MC-F-10933. Authority sought for 
purchase by HART MOTOR EXPRESS, 
INC., 2417 North Cleveland Avenue, St. 
Paul, Minn. 55113, of a portion of the 
operating rights of RINGSBY-PACIFIC, 
LTD., 3201 Ringsby Court, Denver. Colo. 
80216, and for acquisition by GEORGE 
HART also of St. Paul, Minn., of control 
of such rights through the purchase. 
Applicants’ attorney and representative: 
Donald A. Morken, 1000 First National 
Bank Building, Minneapolis, Minn. 
55402, and John Miller, 3201 Ringsby 
Court, Denver, Colo. 80216. Operating 
rights sought to be purchased: General 
commodities, excepting, among others, 
classes A and B explosives, household 
goods and commodities in bulk, as a 
common carrier over regular routes, be¬ 
tween Shelby, Mont., and the site of the 
Glasgow Air Force Base, located ap¬ 
proximately 22 miles northeast of Glas¬ 
gow, Mont., serving all intermediate 
points, between Glasgow, Mont., and 
Fort Peck, Mont., serving all intermedi¬ 
ate points and those off-route points 
within 10 miles of Fort Peck, between 
Havre, Mont., and Great Falls. Mont., 
serving all intermediate points. Vendee 
is authorized to operate as a common 
carrier in Illinois, Minnesota. Wiscon¬ 
sin, Montana, North Dakota, Missouri. 
South Dakota, Iowa, Ohio, Nebraska, 
and Indiana. Application has been filed 
for temporary authority under section 
210a(b). 

No. MC-F-10934. Authority sought 
for purchase by NORTHEASTERN 
TRUCKING COMPANY. 2508 Starita 
Road, Post Office Box 2676, Charlotte. 
N.C. 28213, of a portion of the operating 


rights of PARRISH DRAY LINE, INC., 
285 South Stratford Road. Winston- 
Salem, N.C., and for acquisition by 
JOHN F. GUIGNARD and WILLIAM H. 
GUIGNARD, also of Charlotte. N.C., of 
control of such rights through the pur¬ 
chase. Applicants’ attorney: Edward G. 
Villalon, 1735 K Street NW.. Washing¬ 
ton. D.C. 20006. Operating rights sought 
to be transferred: General commodities, 
excepting, among others, dangerous ex¬ 
plosives, household goods and commodi¬ 
ties in bulk, as a common carrier o\e - 
irregular routes, between points and 
places in Sumter County, S.C., on the 
cne hand, and, on the other, Augusta. 
Atlanta, and Columbus, Ga. Vendee is 
authorized to operate as a common car¬ 
rier in Illinois, New York, New Jersey, 
Pennsylvania, North Carolina, Mary¬ 
land. South Carolina, Virginia, Florida, 
Tennessee, Connecticut, New Hamp¬ 
shire. Massachusetts, Rhode Island. 
Kentucky, Louisiana, Alabama, Georgia. 
Ohio. Indiana. West Virginia. District 
of Columbia, Maine, Michigan, Minne¬ 
sota. Mississippi, Texas, Missouri, and 
Vermont. Application has been filed for 
temporary authority under section 
210a(b). 

Motor Carrier of Passengers 

No. MC-F—10931. Authority sought for 
control by ARTHUR BERNACCHIA and 
GEORGE BERNACCHIA, 41 Railroad 
Avenue. Yonkers. N.Y., of WEST FORD- 
HAM TRANSPORTATION CORP., 110 
Edison Avenue, Mount Vernon, N Y. 
10550, and for acquisition by ARTHUR 
BERNACCHIA and GEORGE BERNAC¬ 
CHIA, also of Yonkers, N.Y., of control 
Of WEST FORDHAM TRANSPORTA¬ 
TION CORP., through the acquisition by 
ARTHUR BERNACCHIA and GEORGE 
BERNACCHIA. Applicants’ attorney: 
Samuel B. Zinder, Station Plaza East, 
Great Neck. N.Y. 11021. Operating rights 
sought to be controlled: Passengers and 
their baggage, and newspapers in the 
same vehicle with passengers, as a com¬ 
mon carrier, over regular routes, between 
New Rochelle. N.Y., and Port Chester. 
N.Y., between New Rochelle, N.Y., and 
Stamford, Conn., between New Rochelle, 
N.Y., and New York, N.Y., between Con¬ 
necticut Turnpike Exit No. 5 and 
Greenwich. Conn., between Connecticut 
Turnpike Exit No. 4 and Greenwich, 
Conn., between Connecticut Turnpike 
Exit No. 3 and Greenwich, Conn., be¬ 
tween Connecticut Turnpike Exit No. 2 
and Greenwich, Conn, (on applicants 
presently authorized routes), between 
junction U.S. Highway 1 (Main Street) 
and Atlantic Street in Stamford, Conn., 
and Connecticut Turnpike Entrance No. 
7 in Stamford, Conn., between New 
England Thruway Exit No. 13 in Rye, 
N.Y., and Port Chester. N.Y., between 
New England Thruway Exit No. 12 and 
Rye, N.Y., between New England Thru¬ 
way Exit No. 11 and Rye, N.Y., between 
New England Thruway Exit No. 10 and 
Mamaroneck, N.Y., between New Eng¬ 
land Thruway Exit No. 9 and Larchmont, 
N.Y., between New England Thruway 
Exit No. 8 and New Rochelle, N.Y., be¬ 
tween New England Thruway Exit No. 7 
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and New Rochelle, N.Y., serving all Inter¬ 
mediate points, with restriction; pas¬ 
sengers and their baggage, in special 
operations, as a common carrier, over 
irregular routes, between New York, 
NY., on the one hand, and, on the 
other. Norwalk, Conn., with restriction. 
ARTHUR BERNACCHIA and GEORGE 
BERNACCHIA hold no authority from 
this Commission. However, they are affili¬ 
ated with the following carriers: (A) 
CONNECTICUT-NEW YORK AIRPORT 
BUS CO. INC., 1503 Post Road, Milford. 
Conn. 06460, which is authorized to oper¬ 
ate as a common carrier in Connecticut, 
and New York. (B) RESORT BUS 
LINES, INC., 31 Edgecomb Place, 
Yonkers, N.Y. 10710, which is authorized 
to operate as a common carrier in New 
York, and Massachusetts. (C) CROSS 
COUNTY COACH CORPORATION, 152 
Downing Street, Yonkers, N.Y. 10705, 
which is authorized to operate as a 
common carrier in New York, New Jer¬ 
sey, Connecticut, and Pennsylvania. Ap¬ 
plication has been filed for temporary 
authority under section 210a(b). 

By the Commission. 

IsealI Joseph M. Harrington, 
Acting Secretary. 

[F.R. Doc. 70-11586: Piled. Sept. 1, 1970; 

8:49 a.m.l 


NOTICE OF FILING OF MOTOR 
CARRIER INTRASTATE APPLICATIONS 

August 28. 1970. 

The following applications for motor 
common carrier authority to operate in 
intrastate commerce seek concurrent 
motor carrier authorization in interstate 
or foreign commerce within the limits of 
the intrastate authority sought, pursuant 
to section 206(a)(6) of the Interstate 
Commerce Act, as amended October 15, 
1962. These applications are governed by 
§ 1.245 of the Commission’s rules of 
practice, published in the Federal Regis¬ 
ter, issue of April 11, 1963, page 3533. 
which provides, among other things, that 
protests and requests for information 
concerning the time and place of State 
Commission hearings or other proceed¬ 
ings, any subsequent changes therein, 
any other related matters shall be 
directed to the State Commission with 
which the application is filed and shall 
not be addressed to or filed with the 
Interstate Commerce Commission. 

State Docket No. 4354. filed July 14, 
1970. Applicant; ALLISON-LOG AN 
FREIGHT LINE, INC.. 106 West High 
Street. Terrell, Tex. 75160. Applicant’s 
representative: Tom M. Snow (same ad¬ 
dress as applicant). Certificate of public 
convenience and necessity sought to op¬ 
erate as a freight service as follows; 
Transportation of General commodities 
(1> between Terrell, Tex., and Kaufman, 
Tex., over Texas Highway 34 and return 
over the same route; (2) between Kauf¬ 
man, Tex., and Dallas, Tex., over U.S. 
Highway 175, and return over the same 
route, serving all intermediate points; 


(3) between Terrell, Tex., and Mineola, 
Tex., over U.S. Highway 80 and return 
over the same route, serving all inter¬ 
mediate points; (4) between Mineola, 
Tex., and Emory, Tex., over U.S. Highway 
69 and return over the same route, serv¬ 
ing all intermediate points; and (5) be¬ 
tween Emory, Tex., and Fruitvale, Tex., 
over Texas Highway 19 and return over 
the same route, serving all intermediate 
points; coordinating this authority with 
that rendered under other authority. 
Both intrastate and interstate authority 
sought. 

HEARING: Approximately 20 days 
after publication in the Federal Reg¬ 
ister. Requests for procedural informa¬ 
tion, including the time for filing pro¬ 
tests, concerning this application should 
be addressed to the Railroad Commission 
of Texas, Capitol Station, Post Office 
Drawer E. E., Austin, Tex., 78111, and 
should not be directed to the Interstate 
Commerce Commission. 

State Docket No. MC 5450, filed July 
24. 1970. Applicant: PARKHURST MO¬ 
TOR FREIGHT COMPANY, 235 10th 
Avenue North, Nashville, Tenn. Appli¬ 
cant’s representatives: James Clarence 
Evans and William G. Womack, 18th 
Floor, Third National Bank Building. 
Nashville, Tenn. 37219. Certificate of 
public convenience and necessity sought 
to operate a freight service as follows: 
Transportation of general commodities 
(except used household goods, explosives, 
commodities in bulk, emd commodities 
requiring specialized equipment), be¬ 
tween Nashville, Tenn., and Clarksville, 
Tenn., as follows: From Nashville over 
U.S. Highway 41A to Clarksville and 
return over the same route, serving all 
intermediate points. Both intrastate and 
interstate authority sought. 

HEARING: September 16,1970, at 9:30 
a.m., C-1-110 Cordell Hull Building, 
Nashville, Tenn. Requests for procedural 
information, including the time for filing 
protests, concerning this application 
should be addressed to the Tennessee 
Public Service Commission, Cordell Hull 
Building, Nashville, Tenn. 37219, and 
should not be directed to the Interstate 
Commerce Commission. 

State Docket No. A 52064, filed Julv 
22, 1970. Applicant: LOS ANGELES 
CITY EXPRESS, INC., 2300 East 48th 
Street, Los Angeles, Calif. 90058. Appli¬ 
cant’s representative: Alvin H. Weiss- 
man, 9700 Venice Boulevard, Culver City, 
Calif. 90230. Certificate of public con¬ 
venience and necessity sought to extend 
applicant’s present authority pursuant 
to certificate of public convenience and 
necessity issued by the Public Utilities 
Commission of the State of California 
in decision number 73964 dated April 9, 
1968. to operate a freight service as fol¬ 
lows: Transportation of General com¬ 
modities (except those of unusual value, 
classes A and B explosives, household 
goods as defined by the Commission, 
commodities in bulk, and those requiring 
special equipment) (a) U.S. Highway 
395 between San Bernardino and Kramer 


Junction, inclusive; (b) U.S. Highway 
66 and 91 between San Bernardino and 
Barstow, inclusive; (c) State Highway 18 
between Victorville and Apple Valley, in¬ 
clusive; (d) Unnumbered highway be¬ 
tween Victorville and Barstow, inclusive; 
(e) U.S. Highway 58 between Barstow 
and Mojave, inclusive; (f) U.S. Highway 
14 between San Fernando and Mojave, 
inclusive; including the off-route points 
of Solamint, Forest Park, the Oaks, Ac¬ 
ton, Pearblossom, Littlerock, Vincent, 
Pearland, Palmdale, Lancaster, Rosa¬ 
mond, Newhall, Valencia, and Saugus; 
(g) Unnumbered Highway between 
Rosamond and junction with U.S. 
Highway 58 via Edwards: Service is pro¬ 
posed to, from, and between all points 
and places hereinabove mentioned. That 
applicant proposes to use all available 
public highways between points proposed 
to be served as hereinabove mentioned, 
and within the cities hereinabove pro¬ 
posed to be served, and applicant pro¬ 
poses to use such streets and highways 
as may be necessary to serve consignors 
and consignees located within said cit¬ 
ies. Applicant is transporting and 
desires to transport general commodities 
within these areas except for the 
following: 

(a> Used household goods and per¬ 
sonal effects not packed in accordance 
with the crated property requirements 
set forth in paragraph (d) of Item No. 
10-C of Minimum Rate Tariff No. 4-A. 
(b) Automobiles, trucks, and buses, viz: 
New and used, finished or unfinished 
passenger automobiles (including jeeps), 
ambulances, hearses, and taxis, freight 
automobiles, automobile chassis, trucks, 
truck chassis, truck trailers, trucks and 
trailers combined, buses and bus chas¬ 
sis. (c) Livestock, viz: Bucks, bulls, 
calves, cattle, cows, dairy cattle, ewes, 
goats, hogs, horses, kids, lambs, oxen, 
pigs, sheep, sheep camp outfits, sows, 
steers, stags, or swine, (d) Liquids, com¬ 
presses gases, commodities in semiplastic 
form and commodities in suspension in 
liquid in bulk, in tank trucks, tank trail¬ 
ers. tank semitrailers or a combination of 
such highwav vehicles, (e) Commodities 
when transported in bulk in dumo 
trucks or in hopper-type trucks. (f> 
Commodities when transported in motor 
vehicles equipped for mechanical mixing 
in transit. Both intrastate and inter¬ 
state authority sought. 

HEARING: Application has not been 
assigned for hearing. Requests for pro¬ 
cedural information, including the time 
for filing protests, concerning this ap¬ 
plication should be addressed to the 
California Public Utilities Commission, 
State Building, Civic Center, 455 Golden 
Gate Avenue, San Francisco, Calif. 
94102, and should not be addressed to 
the Interstate Commerce Commission. 

By the Commission. 

[seal] Joseph M. Harrington, 

Acting Secretary. 

(F.R. Doc. 70-11585; Filed, Sept. 1, 1970; 

8:49 a.m.] 
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RULES AND REGULATIONS 


Title 42—PUBLIC HEALTH 

Chapter I—Public Health Service, 
Department of Health, Education, 
and Welfare 

SUBCHAPTER F—QUARANTINE, INSPECTION, 
LICENSING 

PART 73—BIOLOGICAL PRODUCTS 

Part 73 of the Public Health Service 
Regulations (42 CFR Part 73) is hereby 
recodified and republished as set forth 
below to reflect the inclusion of subpart 
designations and renumbering of the sec¬ 
tions to allow room for future expansion. 
This recodification shall be effective upon 
publication in the Federal Register. 

Notice of proposed rule making, public 
rule making procedures and delay in 
effective date have been omitted as un¬ 
necessary in the issuance of this recodi¬ 
fication, since it contains no substantive 
changes, in existing regulations, and 
otherwise relates to agency management. 
Interested persons may obtain a reprint 
of Part 73, as recodified, upon request 
from the Division of Biologies Standards, 
National Institutes of Health, 9000 Rock¬ 
ville Pike, Bethesda, Md. 20014. 

The following redesignation table gives 
the new section derivation from the old 


New 

Old 

New 

Old 

Sec. 

section 

section 

section 

section 

73.602 

73.1122 — 

73.192 

73.3500 

_ 73.355 


73.1123 -- 

*73. 193 

73.3501 

_ 73.356 

73.603 

73.1124 — 

___ 73.194 

73.3502 

_ 73.357 


73.1125 

___ 73.195 

73.3503 

. 73.358 

73.604 

73.1126 __ 

73.196 

73.3504 

_ 73.359 

73.605 

73.2000 

___ 73.600 

73.3520 

_ 73.350 

Si 

73.2001 — 

— 73.601 

73.3521 

_ 73.351 


73.2002 -- 

... 73.602 

73.3522 

_ 73.352 

73.700 

73.2003 -- 

73.603 

73.3523 

. 73.353 


73.2004 __ 

— _ 73.604 

73.3524 

_ 73.354 

73.710 

73.2005 -- 

... 73.606 

73.4000 

_ 73.400 

73.720 

73.2006 __ 

73.606 

73.4001 

_ 73.401 

73.730 

73.2020 ... 

73.610 

73.4002 

_ 73.402 

73.740 

73.2021 

73.611 

73.4003 

_ 73.403 

73.750 

73.2022 —. 

___ 73.612 

73.4004 

_ 73.404 

73.760 

73.2023 -- 

___ 73.613 

73.4005 

_ 73.405 

73.770 

73.2024 __ 

73.614 

73.4006 

_ 73.406 


73.2025 __ 

73.615 

73.4020 

_ 73.410 

73.780 

73.3000 -- 

... 73.300 

73.4021 

.73.411 

73.790 

73.3001 —. 

73.301 

73.4022 

_ 73.412 

73.800 

73.3002 

73.302 

73.4023 

_ 73.413 

73.810 

73.3003 -- 

73.303 

73.4024 

_73.414 

73.820 

73.3004 — 

___ 73.304 

73.4025 

_73.415 

73.830 

73.3005 

73.305 

73.9000 

_ 73.500 

73.840 

73.3020 — 

___ 73.320 

73.9001 

_ 73.501 

73.850 

73.3021 .. 

... 73.321 

73.9002 

_ 73.502 

73.860 

73.3022 -- 

_ _ 73.322 

73.9020 

_ 73.90 

73.870 

73.3023 -- 

... 73.323 

73.9021 

_ 73.91 


73.3024 

... 73.324 

73.9022 

_ 73.92 

jUDpC 

73.3025 

... 73.325 

73.9023 
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Subparf A—General Standards 

Definitions 

Definitions. 

Licenses: Procedure 

Two forms of licenses. 

Application for establishment and 
product licenses; procedure for 
filing. 

Establishment licenses; issuance and 
conditions. 

Product licenses; issuance and con¬ 
ditions. 

License forms. 

Changes to be reported. 

Products under development. 

Issuance, revocation or suspension. 

Licenses heretofore issued. 

Summary suspension. 

Review Board. 

Opportunity for hearing. 

Suspension and revocation; publica¬ 
tion. 

Licenses; reissuance. 

Products In short supply; initial 
manufacturing at other than li¬ 
censed establishment. 


Licenses required; products for con¬ 
trolled investigation only. 
Procedure. 

Form of license. 

Samples for each importation. 

Establishment Inspection 

Inspectors. 

Time of inspection. 

Duties of inspector. 

Establishment Standards 
Personnel. 

Physical establishment, equipment, 
animals, and care. 

Records. 

Retention samples. 

Reporting of errors. 

Temperatures during shipment. 

Standards for Products: Labels 
Container label. 


Proper name; package label; legible 
type. 

Divided manufacturing responsibil¬ 
ity to be shown. 

Name of selling agent or distributor. 
Products for export. 

Standards for Products: General 

Tests prior to release required for 
each lot. 

Potency. 

General safety. 

Sterility. 

Purity. 

Test for Mycoplasma . 

Identity. 

Requests for samples and protocols; 

official release. 

Cultures. 

Constituent materials. 

Total solids in serums. 

Permissible combinations. 

Standard preparations. 

Limits of potency. 

Date of manufacture. 

Periods of cold storage. 

Dating period. 

Dating periods for specific products. 


Vaccines 

Poliomyelitis Vaccine 

The product. 

Manufacture. 

73.1002 Tests for safety. 

73.1003 Potency test. 

73.1004 General requirements. 

73.1005 Equivalent methods. 

Poliovirus Vaccine, Live, Oral 

73.1020 The product. 

73.1021 Reference strains. 

73.1022 Animal source; quarantine; person¬ 

nel. 

73.1023 Manufacture. 

73.1024 Test for safety. 

73.1025 Potency test. 

73.1026 General requirements. 

73.1027 Clinical trials to qualify for license. 

73.1028 Equivalent, methods. 

Adenovirus Vaccine 

73.1040 The product. 

73.1041 Manufacture of adenovirus vaccine. 

73.1042 Tests for safety. 

73.1043 Potency test. 

73.1044 General requirements. 

73.1045 Equivalent methods. 

Measles Virus Vaccine, Live, Attenuated 

73.1060 The product. 

73.1061 Manufacture of Live, Attenuated 

Measles Virus Vaccine. 

73.1062 Test for safety. 

73.1063 Potency test. 

73.1064 General requirements. 

73.1065 Clinical trials to qualify for license. 

73.1066 Equivalent methods. 

Measles Virus Vaccine, Inactivated 

73.1080 The product. 

73.1081 Manufacture of Measles Virus Vac¬ 

cine, Inactivated. 

73.1082 Test for safety. 

73.1083 Test for potency. 

73.1084 General requirements. 

73.1085 Equivalent methods. 

Mumps Virus Vaccine, Live 

73.1100 The product. 

73.1101 Manufacture of Mumps Virus vac 

cine, Live. 

73.1102 Test for safety. 

73.1103 Potency test. 

73.1104 General requirements. 

73.1105 Clinical trials to qualify for license. 

73.1106 Equivalent methods. 
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Rubella Virus Vaccine, Live 

73.1120 The product. 

73.1121 Production. 

73.1122 Test for safety. 

73.1123 Potency test. 

73.1124 General requirements. 

73.1125 Clinical trials to qualify for license. 

73.1126 Equivalent methods. 

Subpart C—Additional Standards for Diag¬ 
nostic Substances for Dermal Tests 
Diphtheria Toxin for Schick Test 

73.2000 Proper name and definition. 

73.2001 U.S. Standard preparation. 

73.2002 Production of Diphtheria Toxin for 

Schick Test. 

73.2003 Potency test. 

73.2004 Stability test. 

73 2005 Samples; protocols: official release. 
73.2006 Equivalent methods. 

Tuberculin 

73.2020 Proper name and definition. 

73.2021 U.S. Standard preparations. 

73.2022 Production. 

73.2023 Potency test. 

73.2024 General requirements. 

73.2025 Equivalent methods. 


Subpart D—Additional Standards for Blood 
and Blood Products 

Whole Blood (Human) 


73.3000 Proper name and definition. 

73.3001 Suitability of donor. 

73.3002 Collection of the blood. 

73.3003 Testing the blood. 

73.3004 General rquirements. 

73.3005 Labeling. 

Red Blood Cells (Human) 

73.3020 Proper name and definition. 

73.3021 Suitability of donor. 

73.3022 Collection of the blood. 

73.3023 Laboratory tests. 

73.3024 Pilot samples. 

73.3025 Processing. 

73 3026 General requirements. 

73.3027 Modifications for specific products. 

73.3028 Labeling. 


Immune Serum Globulin (Human) 

73.3500 The product. 

73.3501 Manufacture of Immune Serum 

Globulin (Human). 

73.3502 The final product. 

73.3503 Potency. 

73.3504 General requirements. 

Measles Immune Globulin (Human) 
73.3520 The product. 

73.3621 Manufacture of Measles Immune 
Globulin (Human). 

73.3522 The final product. 

73.3523 Potency. 

73.3524 General requirements. 


Subpart 


73.4000 

73.4001 

73.4002 

73.4003 

73.4004 

73.4005 

73.4006 


73.4020 

73.4021 

73.4022 

73.4023 

73.4024 

73.4025 


E—Additional Standards for Bacterial 
Products 

Pertussis Vaccine 

Proper name and definition. 

U.S. Standard preparations. 
Manufacture. 

Mouse toxicity test. 

Potency test. 

General requirements. 

Equivalent methods. 

Typhoid Vaccine 

Proper name and definition. 

U.S. Standard preparations. 
Production. 

Potency test. 

General requirements. 

Equivalent methods. 


Subpart F—[Reserved! 

Subpart G— [Reserved! 

Subpart H—[Reserved! 

Subpart I—[Reserved] 

Subpart J—Additional Standards for 
Miscellaneous Products 

Allergenic Products 

Sec. 

73.9000 The product. 

73.9001 Manufacture of Allergenic Products. 

73.9002 Tests. 

Trivalent Organic Arsenicals 

73.9020 Tests prior to release. 

73.9021 Pretesting by Institute; sample of 

each lot. 

73.9022 Expiration date. 

73.9023 Composition of product. 

73.9024 Container. 

73.9025 Final container label. 

73.9026 Outside label. 

Authority: The provisions of this Part 73 
issued under sec. 215, 58 Stat. 690, as 
amended; 42 U.S.C. 216. Sec. 351. 58 Stat. 702; 
42 U.S.C. 262, unless otherwise noted. 

Cross References: For Department of 
Health, Education, and Welfare regulations 
relating to drugs as defined in the Federal 
Food, Drug, and Cosmetic Act (21 U.S.C. 301 
et seq.). see 21 CFR, Subchapter C. For ex¬ 
emption from section 505 of the Federal 
Food, Drug, and Cosmetic Act (21 U.S.C. 
355) of new drugs licensed under the Public 
Health Service Act, see 21 CFR 130.2. For Bu¬ 
reau of Customs regulations relating to 
viruses, serums and toxins, see 19 CFR 12.21- 
12.23. For Post Office regulations relating to 
the admissibility to the United States malls 
see 39 CFR Parts 124 and 125, esp. $ 125.2. 

Subpart A—General Standards 

Definitions 

§ 73.101 Definitions. 

As used in this part: 

(a) “Act” means the Public Health 
Service Act (58 Stat. 682), approved July 
1,1944. 

(b) “Secretary” means the Secretary 
of Health, Education, and Welfare and 
any other officer or employee of the De¬ 
partment of Health, Education, and Wel¬ 
fare to whom the authority involved has 
been delegated. 

(c) “Director, National Institutes of 
Health” means the Director of the Na¬ 
tional Institutes of Health of the Ui3. 
Public Health Service. 

(d) “Institutes” means the National 
Institutes of Health in the Public Health 
Service. 

(e) “Division of Biologies Standards” 
means the Division of Biologies Stand¬ 
ards of the National Institutes of Health. 

(f) “State” means a State or the Dis¬ 
trict of Columbia, Puerto Rico, or the 
Virgin Islands. 

(g) “Possession” includes among other 
possessions, Puerto Rico and the Virgin 
Islands. 

(h) “Products” includes biological 
products and trivalent organic ar¬ 
senicals. 

(i) “Biological product” means any 
virus, therapeutic serum, toxin, anti¬ 
toxin, or analogous product applicable to 
the prevention, treatment or cure of 
diseases or injuries of man: 


(1) A virus is interpreted to be a 
product containing the minute living 
cause of an infectious disease and In¬ 
cludes but is not limited to filterable 
viruses, bacteria, rickettsia, fungi, and 
protozoa. 

(2) A therapeutic serum Is a product 
obtained from blood by removing the 
clot or clot components and the blood 
cells. 

(3) A toxin is a product containing a 
soluble substance poisonous to laboratory 
animals or to man in doses of 1 milliliter 
or less (or equivalent in weight) of the 
product, and having the property, fol¬ 
lowing the injection of non-fatal doses 
into an animal, of causing to be produced 
therein another soluble substance which 
specifically neutralizes the poisonous 
substance and which is demonstrable in 
the serum of the animal thus immunized. 

(4) An antitoxin is a product contain¬ 
ing the soluble substance in serum or 
other body fluid of an immunized animal 
which specifically neutralizes the toxin 
against which the animal Is immune. 

(5) A product is analogous: 

(i) To a virus If prepared from or with 
a virus or agent actually or potentially 
infectious, without regard to the degree 
of virulence or toxicogenicity of the spe¬ 
cific strain used. 

(il) To a therapeutic serum, if com¬ 
posed of whole blood or plasma or con¬ 
taining some organic constituent or 
product other than a hormone or an 
amino acid, derived from whole blood, 
plasma, or serum. 

(ill) To a toxin or antitoxin, if In¬ 
tended, irrespective of its source of 
origin, to be applicable to the prevention, 
treatment, or cure of disease or injuries 
of man through a specific immune 
process. 

(J) “Trivalent organic arsenicals” 
means arsphenamine and its derivatives 
(or any other trivalent organic arsenic 
compound) applicable to the prevention, 
treatment, or cure of diseases or injuries 
of man. 

(k) A product is deemed “applicable 
to the prevention, treatment, or cure of 
diseases or injuries of man” irrespective 
of the mode of administration or appli¬ 
cation recommended, including use when 
intended through administration or 
application to a person as an aid in 
diagnosis, or in evaluating the degree of 
susceptibility or immunity possessed by 
a person, and including also any other 
use for purposes of diagnosis if the diag¬ 
nostic substance so used is prepared from 
or with the aid of a biological product. 

(l) “Proper name”, as applied to a 
product, means the name designated in 
the license for use upon each package of 
the product. 

(m) “Dating period” means the period 
beyond which the product cannot be ex¬ 
pected beyond reasonable doubt to yield 
its specific results. 

(n) “Expiration date” means the cal¬ 
endar month and year, and where appli¬ 
cable, the day and hour, that the dating 
period ends. 

(o) The word “standards” means 
specifications and procedures applicable 
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to an establishment or to the manufac¬ 
ture or release of products, which are 
prescribed in this part and which are 
designed to insure the continued safety, 
purity and potency of such products. 

(p) The word “continued” as applied 
to the safety, purity and potency of prod¬ 
ucts is interpreted to apply to the dating 
period. 

(q) The word “safety” means the rela¬ 
tive freedom from harmful effect to per¬ 
sons affected, directly or indirectly, by 
a product when prudently administered, 
taking into consideration the character 
of the product in relation to the condi¬ 
tion of the recipient at the time. 

(r) The word “sterility” is interpreted 
to mean freedom from viable contami¬ 
nating microorganisms, as determined by 
the tests prescribed in § 73.730. 

(s) “Purity” means relative freedom 
from extraneous matter in the finished 
product, whether or not harmful to the 
recipient or deleterious to the product. 
“Purity” Includes but is not limited to 
relative freedom from residual moisture 
or other volatile substances and pyro¬ 
genic substances. 

(t) The word “potency” is interpreted 
to mean the specific ability or capacity 
of the product, as indicated by appropri¬ 
ate laboratory tests or by adequately con¬ 
trolled clinical data obtained through the 
administration of the product in the 
manner intended, to effect a given result. 

(u) “Manufacturer” means any legal 
person or entity engaged in the manu¬ 
facture of a product subject to license 
under the act. 

(v) “Manufacture” means all steps in 
propagation or manufacture and prep¬ 
aration of products and includes but 
is not limited to filling, testing, label¬ 
ing, packaging, and storage by the 
manufacturer. 

(w) “Location” includes all buildings, 
appurtenances, equipment and animals 
used, and personnel engaged by a 
manufacturer within a particular area 
designated by an address adequate for 
identification. 

(x) “Establishment” includes all lo¬ 
cations. 

(y) “Lot” means that quantity of uni¬ 
form material identified by the manufac¬ 
turer as having been thoroughly mixed in 
a single vessel. 

(z) A “filling” refers to a group of 
final containers identical in all respects, 
which have been filled with the same 
product from the same bulk lot without 
any change that will affect the integrity 
of the filling assembly. 

(aa) “Process” refers to a manufac¬ 
turing step that is performed on the 
product itself which may affect its safety, 
purity or potency, in contrast to such 
manufacturing steps which do not affect 
intrinsically the safety, purity or potency 
of the product. 

(bb) “Selling agent” or “distributor” 
means any person engaged in the unre¬ 
stricted distribution, other than by sale 
at retail, of products subject to license. 

(cc) “Container” (referred to also as 
“final container”) is the immediate unit, 
bottle, vial, ampule, tube, or other re¬ 


ceptacle containing the product as dis¬ 
tributed for sale, barter, or exchange. 

(dd) “Package” means the immediate 
carton, receptacle, or wrapper, including 
all labeling matter therein and thereon, 
and the contents of the one or more en¬ 
closed containers. If no package, as de¬ 
fined in the preceding sentence, is used, 
the container shall be deemed to be the 
package. 

(ee) “Label” means any written, 
printed, or graphic matter on the con¬ 
tainer or package or any such matter 
clearly visible through the immediate 
carton, receptacle, or wrapper. 

Licenses: Procedure 
§ 73.200 Two forms of licenses. 

There shall be two forms of licenses: 
establishment and product. 

§ 73.201 Application for establishment 
and product licenses; procedure for 
filing. 

To obtain a license for any establish¬ 
ment or product, the manufacturer shall 
make application to the Director, Divi¬ 
sion of Biologies Standards, on forms 
prescribed for such purpose, and in the 
case of an application for a product li¬ 
cense, shall submit data derived from 
laboratory and clinical studies which 
demonstrate that the manufactured 
product meets prescribed standards of 
safety, purity and potency, a full de¬ 
scription of manufacturing methods, 
data establishing stability of the product 
through the dating period, sample(s) 
representative of the product to be sold, 
bartered or exchanged or offered, sent, 
carried or brought for sale, barter or ex¬ 
change, summaries of results of tests per¬ 
formed on the lot(s) represented by the 
submitted sample (s), and specimens of 
the labels, enclosures and containers pro¬ 
posed to be used for the product. An 
application for license shall not be con¬ 
sidered as filed until all pertinent in¬ 
formation and data shall have been re¬ 
ceived from the manufacturer by the 
Division of Biologies Standards. 

§ 73.202 Establishment licenses; issu¬ 
ance and conditions. 

(a) Inspection —c ompliance with 
standards. An establishment license 
shall be issued only after inspection of 
the establishment and upon a deter¬ 
mination that the establishment com¬ 
plies with the applicable standards pre¬ 
scribed in the regulations in this part. 

(b) Availability of product; simul¬ 
taneous request for and issuance of prod¬ 
uct license. No establishment license 
shall be issued unless (1) a product in¬ 
tended for sale, barter or exchange or 
intended to be offered, sent, carried or 
brought for sale, barter or exchange is 
available for examination, (2) such 
product is available for inspection dur¬ 
ing all phases of manufacture and (3) a 
product license is requested and issued 
simultaneously with the establishment 
license. 

(c) One establishment license to cover 
all locations. One establishment license 
shall be issued to cover all locations 
meeting the establishment standards. 


§ 73.203 Product licenses; issuance and 
conditions. 

(a) Examination—compliance with 
standards. A product license shall be 
issued only upon examination of the 
product and upon a determination that 
the product complies with the standards 
prescribed in the regulations in this part: 
Provided, That no product license shall 
be issued except upon a determination 
that the establishment complies with the 
establishment standards prescribed in 
the regulations contained in this part, 
applicable to the manufacture of such 
product. 

(b) Manufacturing process — impair¬ 
ment of assurances. No product shall be 
licensed if any part of the process of or 
relating to the manufacture of such 
product, in the judgment of the Director, 
National Institutes of Health, would im¬ 
pair the assurances of continued safety, 
purity and potency as provided by the 
regulations contained in this part. 

§ 73.204 Licence forms. 

(a) Establishment license. The es¬ 
tablishment license form shall be pre¬ 
scribed by the Director, National Insti¬ 
tutes of Health and shall include: 

(1) The name and address of the 
manufacturer. 

(2) The name and address of the es¬ 
tablishment. 

(3) The names and addresses of all 
locations of the establishment. 

(4) The license number. 

(5) The date of issuance. 

(b) Product license. The product li¬ 
cense form shall be prescribed by the 
Director, National Institutes of Health 
and shall include: 

(1) The name and address of the man¬ 
ufacturer. 

(2) The name and address of the es¬ 
tablishment. 

(3) The name and address of each lo¬ 
cation at which the product is manufac¬ 
tured. 

(4) The license number of the estab¬ 
lishment. 

(5) The proper name of the product, 
with additional specifications, If any, 
which may be approved or required for 
additional labeling purposes. 

§ 73.210 Clumges to be reported. 

(a) General. Important proposed 
changes in location, equipment, manage¬ 
ment and responsible personnel, or in 
manufacturing methods and labeling, of 
any product for which a license is in ef¬ 
fect or for which an application for li¬ 
cense is pending, shall be reported to the 
Director, Division of Biologies Standards, 
by the manufacturer, and unless in case 
of an emergency, not less than 30 days in 
advance of the time such changes are 
intended to be made. 

(b) Manufacturing methods and la¬ 
beling. Proposed changes in manufac¬ 
turing methods and labeling may not 
become effective until notification of 
acceptance is received from the Director, 
Division of Biologies Standards. 

(c) Failure to report. Failure to report 
a change as required shall constitute a 
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ground for summary suspension of a 

license. 

§ 73.220 Products under development. 

A biological product or trlvalent or¬ 
ganic arsenical undergoing development, 
but not yet ready for a product license, 
may be shipped or otherwise delivered 
from one State or possession into another 
State or possession provided such ship¬ 
ment or delivery Is not for sale, barter 
or exchange and is in accordance with 
section 505 of the Federal Food, Drug, 
and Cosmetic Act, as amended, and the 
regulations thereunder. 

§ 73.230 Issuance, revocation or suspen¬ 
sion. 

A license shall be issued by the Secre¬ 
tary upon the recommendation of the 
Director, National Institutes of Health 
and upon the determination by the 
Director, National Institutes of Health 
that the establishment or the product, as 
the case may be, meets the standards es¬ 
tablished by the regulations in this part 
as herein prescribed or hereafter 
amended. Licenses shall be valid until 
suspended or revoked. An establishment 
or product license shall be revoked upon 
application of the manufacturer giving 
notice of intention to discontinue the 
manufacture of all products or of in¬ 
tention to discontinue the manufacture 
of a particular product for which a 
license is held. The Director, National 
Institutes of Health shall recommend to 
the Secretary that a license be suspended 
or revoked whenever he finds, after no¬ 
tice and opportunity for hearing, that (a) 
Public Health Service inspectors after 
reasonable efforts have been unable to 
gain access to an establishment or a lo¬ 
cation for the purpose of carrying out 
the inspection required under § 73.401. or 
that (b) manufacturing of products or 
of a product has been discontinued to an 
extent that a meaningful inspection can¬ 
not be made, or (c) the establishment or 
any location thereof, or the product for 
which the license has been issued, fails 
to conform to the standards in the regu¬ 
lations in this part, as herein prescribed 
or as hereafter amended, designed to in¬ 
sure the continued safety, purity, and po¬ 
tency of the manufactured product. In 
case of suspension, unless assurances 
satisfactory to the Director. National 
Institutes of Health (a) that access will 
be permitted or (b) that manufacturing 
will be resumed, have been provided or 
(c) if the faulty condition is not cor¬ 
rected within 60 days or within such 
other period as may be specified in the 
notice of suspension, whichever is appli¬ 
cable. he shall recommend that the li¬ 
cense be revoked. Except as provided in 
§ 73.232, prior to the institution of pro¬ 
ceedings looking to the suspension or rev¬ 
ocation of a license the licensee shall be 
advised in writing of the facts or conduct 
which may warrant such action and shall 
be accorded opportunity within a rea¬ 
sonable period prescribed by the Director, 
National Institutes of Health to demon¬ 
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strate or achieve compliance with the 
regulations in this part. 

§ 73.231 Licenses heretofore issued. 

Any license heretofore Issued and in 
effect upon the effective date of the regu¬ 
lations in this part shall remain in effect 
unless and until superseded by a new 
license, or suspended or revoked, pur¬ 
suant to the regulations in this part. 

§ 73.232 Summary suspension. 

Whenever the Director, National In¬ 
stitutes of Health has reasonable ground 
to believe that an establishment or prod¬ 
uct for which a license has been issued 
fails to conform to the standards pre¬ 
scribed in the regulations in this part, 
and that by reason of such failure and of 
failure of the manufacturer to take 
prompt corrective measures on notice 
thereof, the distribution or sale of a 
licensed product would constitute a dan¬ 
ger to health, or that the establishment 
and manufacturing methods have been 
so changed as to require in order to pro¬ 
tect the public health a new showing that 
the establishment or product meets the 
standards prescribed in the regulations 
in this part, he may recommend to the 
Secretary that the license for the estab¬ 
lishment or the product be summarily 
suspended and the manufacturer be re¬ 
quired (a) to notify the selling agents 
and distributors to whom such product 
or products have been delivered of such 
suspension, (b) to furnish complete 
records of such deliveries and notice of 
suspension, and (c) to show cause within 
60 days or such other period as may be 
specified in the order why the license 
should not be revoked. 

§ 73.233 Review Board. 

When deemed advisable by the Direc¬ 
tor, National Institutes of Health, in 
matters involving the safety, purity, and 
potency of licensed products or products 
for which an application for license is 
pending, the reports of inspection and 
laboratory examinations, together with 
any pertinent data the establishment 
may submit, shall be passed upon by a 
special board of three officers appointed 
by the Director, National Institutes of 
Health for that purpose. The board shall 
report its findings to the Director, Na¬ 
tional Institutes of Health who will for¬ 
ward its report, together with his findings 
and recommendations, to the Secretary. 

§ 73.231 Opportunity for hearing. 

Any manufacturer whose application 
for a license has been denied, or whose 
establishment or product license has 
been summarily suspended, without prior 
opportunity for hearing, may appeal 
from such denial or suspension and shall 
be entitled to a hearing thereon before a 
review body constituted as provided in 
§ 73.233. The Director. National Insti¬ 
tutes of Health, upon review of the rec¬ 
ord. may affirm, reverse, or modify the 
findings of the review board, or may 
direct the taking of further testimony, 
and shall forward his determinations 
and recommendations to the Secretary. 
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§ 73.235 Suspension and revocation; 
publication. 

Notice of suspension or revocation of 
license, with statement of cause therefor, 
may be published by the Secretary. 

§ 73.236 Licenses; rcissuancc. 

(a) Compliance with standards . An 
establishment or product license, pre¬ 
viously suspended or revoked, whether 
upon application, or for failure to com¬ 
ply with standards'or changes in stand¬ 
ards prescribed in the regulations in this 
part, may be reissued or reinstated upon 
a showing of compliance with required 
standards and upon such inspection and 
examination as may be considered neces¬ 
sary by the Director of the Division of 
Biologies Standards. 

(b) Exclusion of noncomplying loca¬ 
tion . An establishment or product li¬ 
cense, excluding a location or locations 
that fail to comply with prescribed 
standards, may be issued without fur¬ 
ther application and concurrently with 
the suspension or revocation of the li¬ 
cense for noncompliance at the excluded 
location or locations. 

§ 73.210 Products in short supply; in¬ 
itial ntanufarttiring at other than 
licensed establishment. 

Licenses issued to a manufacturer for 
an establishment shall authorize persons 
other than such manufacturer to con¬ 
duct at places other than such establish¬ 
ment the initial, and partial manufac¬ 
turing of a product for shipment solely to 
such manufacturer only to the extent 
that the names of such persons and 
places are registered with the Director, 
National Institutes of Health and he 
finds, upon application of such manufac¬ 
turer, that (a) the product is in short 
supply due either to the peculiar growth 
requirements of the organism involved or 
to the scarcity of the animal required for 
manufacturing purposes, and (b) such 
manufacturer has established with re¬ 
spect to such persons and places such 
procedures, inspections, tests or other ar¬ 
rangements as will assure full compliance 
with the applicable regulations of this 
part related to continued safety, purity, 
and potency. Such persons and places 
shall be subject to all regulations of this 
part except §§ 73.200 to 73.236, 73.300 to 
73.303. and 73.600 to 73.605. Failure of 
such manufacturer to maintain such 
procedures, inspections, tests, or other 
arrangements, or failure of any person 
conducting such partial manufacturing 
to comply with applicable regulations 
shall constitute a ground for summary 
suspension or revocation of the authority 
conferred pursuant to this section on the 
same basis as provided in §§ 73.232, 
73.234, and 73.235 with respect to the 
summary suspension and the revocation 
of licenses. 

Foreign Establishments and Products 

§ 73.300 Licenses required; product* 
for controlled investigation only. 

Any biological or trlvalent organic ar¬ 
senical manufactured in any foreign 
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country and Intended for sale, barter or 
exchange shall be refused entry by collec¬ 
tors of customs unless manufactured in 
an establishment holding an unsus¬ 
pended and unrevoked establishment 
license and license for the product. Un¬ 
licensed products which are not imported 
for sale, barter or exchange and which 
are intended solely for purposes of con¬ 
trolled investigation are admissible only 
if in accord with section 505 of the Fed¬ 
eral Food, Drug, and Cosmetic Act, as 
amended, and the regulations there¬ 
under. 

§ 73.301 Procedure. 

Except as otherwise provided in this 
part, licenses for foreign establishments 
and products shall be issued, suspended, 
and revoked in the same manner as li¬ 
censes for domestic establishments and 
products. Each foreign establishment 
holding a license and sending, carrying, 
or bringing any licensed product into any 
State or possession for sale, barter, or 
exchange shall file with the Director, Di¬ 
vision of Biologies Standards, the name 
and address of each person to whom such 
a product is thus sent, carried, or 
brought. Foreign licensees shall notify 
each person in the United States to whom 
such a product is thus sent, carried, or 
brought, to keep such records of distri¬ 
bution as are required of domestic li¬ 
censed establishments. Failure to give 
such notice to maintain records shall 
constitute ground for revocation of 
license. 

§ 73.302 Form of license. 

Licenses for establishments located in 
foreign countries shall be in form similar 
to that for domestic establishments ex¬ 
cept that they shall authorize manu¬ 
facture for sending, carrying, or bringing 
for sale, barter or exchange from the 
foreign country designated in the license 
Into any State or possession of the United 
States and shall specify that It is issued 
upon the condition that the licensee 
will permit the Inspection during all 
reasonable hours of the establishment by 
any officer, agent, or employee of the 
Department of Health, Education, and 
Welfare authorized by the Secretary for 
such purpose. 

§ 73.303 Samples for each importation. 

Random samples of each importation, 
obtained by the Collector of Customs and 
forwarded to the Director, Division of 
Biologies Standards, shall be at least two 
final containers of each lot of product. 
A copy of the associated documents 
which describe and identify the ship¬ 
ment shall accompany the shipment for 
forwarding with the samples to the Di¬ 
rector, Division of Biologies Standards. 
For shipments of 20 or less final con¬ 
tainers, samples need not be forwarded, 
provided a copy of an official release from 
the Division of Biologies Standards ac¬ 
companies each shipment. 

Establishment Inspection 
§ 73.100 Inspectors. 

Inspections shall be made by gn officer 
of the Public Health Service having spe¬ 
cial knowledge of the methods used in 
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the manufacture and control of products 
and designated for such purpose by the 
Director, National Institutes of Health 
or by any officer, agent, or employee of 
the Department of Health, Education, 
and Welfare specifically designated for 
such purpose by the Secretary. 

§ 73.401 Time of inspection. 

The inspection of an establishment for 
which a license is pending need not be 
made until the establishment is in opera¬ 
tion and is manufacturing the complete 
product for which a product license is 
desired. In case the license is denied 
following inspection for the original li¬ 
cense, no reinspection need be made 
until assurance has been received that 
the faulty conditions which were the 
basis of the denial have been corrected. 
An inspection of each licensed estab¬ 
lishment shall be made at least once 
each year. Inspections may be made with 
or without notice, and shall be made 
during regular business hours unless 
otherwise directed. 

§ 73.402 Duties of inspector. 

The inspector shall: 

(a) Call upon the active head of the 
establishment, stating the object of his 
visit, 

(b) Interrogate the proprietor or 
other personnel of the establishment as 
he may deem necessary, 

(c) Examine the details of location, 
construction, equipment and mainte¬ 
nance, including stables, barns, ware¬ 
houses, manufacturing laboratories, 
bleeding clinics maintained for the col¬ 
lection of human blood, shipping rooms, 
record rooms, and any other structure or 
appliance used in any part of the manu¬ 
facture of a product, 

(d) Investigate as fully as he deems 
necessary the methods of propagation, 
processing, testing, storing, dispensing, 
recording, or other details of manufac¬ 
ture and distribution of each licensed 
product, or product for which a license 
has been requested, including observa¬ 
tion of these procedures in actual 
operation, 

(e) Obtain and cause to be sent to the 
Director, Division of Biologies Stand¬ 
ards, adequate samples for the examina¬ 
tion of any product or ingredient used in 
its manufacture, 

(f) Bring to the attention of the man¬ 
ufacturer any fault observed in the 
course of inspection in location, con¬ 
struction, manufacturing methods, or 
administration of a licensed establish¬ 
ment which might lead to impairment 
of a product, 

(g) Inspect and copy, as circum¬ 
stances may require, any records re¬ 
quired to be kept pursuant to § 73.502, 

(h) Certify as to the condition of the 
establishment and of the manufacturing 
methods followed and make recommen¬ 
dations as to action deemed appropriate 
with respect to any application for li¬ 
cense or any license previously Issued. 

Establishment Standards 
§ 73.500 Personnel. 

(a) Responsible head. A person shall 
be designated as the responsible head 


who shall exercise control of the estab¬ 
lishment in all matters relating to com¬ 
pliance with the provisions of this part, 
with authority to represent the manu¬ 
facturer in all pertinent matters with 
the Division of Biologies Standards, and 
with authority to enforce or to direct 
the enforcement of discipline and the 
performance of assigned functions by 
employees engaged in the manufacture 
of products. The responsible head shall 
have an understanding of the scientific 
principles and the techniques involved 
in the manufacture of products. The 
responsible head shall have the respon¬ 
sibility for the training of employees in 
manufacturing methods and for their 
being informed concerning the applica¬ 
tion of the pertinent provisions of this 
part to their respective functions. 

(b) Other personnel. Personnel shall 
have capabilities commensurate with 
their assigned functions, a thorough un¬ 
derstanding of the manufacturing op¬ 
erations which they perform, the neces¬ 
sary training and experience relating to 
individual products, and adequate in¬ 
formation concerning the application of 
the pertinent provisions of this part to 
their respective functions. Personnel 
shall Include such professionally trained 
persons as are necessary to insure the 
competent performance of all manufac¬ 
turing processes. 

(c) Restrictions on personnel —(1) 
Specific duties. Persons whose presence 
can affect adversely the safety and pu¬ 
rity of a product shall be excluded from 
the room where the manufacture of a 
product is in progress. 

(2) Sterile operations. Personnel per¬ 
forming sterile operations shall wear 
clean or sterilized protective clothing 
and devices to the extent necessary to 
protect the product from contamination. 

(3) Pathogenic viruses and spore¬ 
bearing organisms. Persons working 
with viruses pathogenic for man or with 
spore-bearing microorganisms, and per¬ 
sons engaged in the care of animals or 
animal quarters, shall be excluded from 
areas where other products are manu¬ 
factured, or such persons shall change 
outer clothing, including shoes, or wear 
protective covering prior to entering such 
areas. 

(4) Live vaccine work areas. Persons 
may not enter a live vaccine processing 
area after having worked with other in¬ 
fectious agents in any other laboratory 
during the same working day. Only per¬ 
sons actually concerned with propaga¬ 
tion of the culture, production of the 
vaccine, and unit maintenance, shall be 
allowed in live vaccine processing areas 
when active work is In progress. Casual 
visitors shall be excluded from such units 
at all times and all others having busi¬ 
ness in such areas shall be admitted only 
under supervision. Street clothing, in¬ 
cluding shoes, shall be replaced or 
covered by suitable laboratory clothing 
before entering a live vaccine processing 
unit. Persons caring for animals used 
In the manufacture of live vaccines shall 
be excluded from other animal quarters 
and from contact with other animals 
during the same working day. 


FEDERAL REGISTER, VOL 35, NO. 171—WEDNESDAY, SEPTEMBER 2, 1970 






§ 73.501 Physical establishment, equip¬ 
ment, animals, and care. 

(a) Work areas . All rooms and work 
areas where products are manufactured 
or stored shall be kept orderly, clean, and 
free of dirt, dust, vermin and objects not 
required for manufacturing. Precau¬ 
tions shall be taken to avoid clogging and 
back-siphonage of drainage systems. 
Precautions shall be taken to exclude ex¬ 
traneous infectious agents from manu¬ 
facturing areas. Work rooms shall be 
well lighted and ventilated. The ven¬ 
tilation system shall be arranged so as 
to prevent the dissemination of microor¬ 
ganisms from one manufacturing area 
to another and to avoid other conditions 
unfavorable to the safety of the product. 
Pilling rooms, and other rooms where 
open, sterile operations are conducted, 
shall be adequate to meet manufacturing 
needs and such rooms shall be con¬ 
structed and equipped to permit thorough 
cleaning and to keep air-borne contami¬ 
nants at a minimum. I' such rooms are 
used for other purposes, they shall be 
cleaned and prepared prior to use for 
sterile operations. Refrigerators, incu¬ 
bators and warm rooms shall be main¬ 
tained at temperatures within applicable 
ranges and shall be free of extraneous 
material which might affect the safety 
of the product. 

(b) Equipment . Apparatus for steri¬ 
lizing equipment and the method of op¬ 
eration shall be such as to insure the 
destruction of contaminating microor¬ 
ganisms. The effectiveness of the 
sterilization procedure shall be no less 
than that achieved by an attained tem¬ 
perature of 121.5°C. maintained for 
twenty minutes by saturated steam or by 
an attained temperature of 170 f C. main¬ 
tained for two hours with dry heat. 
Processing and storage containers, fil¬ 
ters, filling apparatus and other pieces 
of apparatus and accessory equipment, 
including pipes and tubing, shall be de¬ 
signed and constructed to permit thor¬ 
ough cleaning and. where possible, in¬ 
spection for cleanliness. All surfaces 
that come in contact with products shall 
be clean and free of extraneous material. 
For products for which sterility is a fac¬ 
tor, equipment shall be sterile unless 
sterility of the product is assured by 
subsequent procedures. 

(c) Laboratory and bleeding rooms. 
Rooms used for the processing of prod¬ 
ucts, including bleeding rooms, shall be 
effectively fly-proofed and kept free of 
flies and vermin. Such rooms shall be 
so constructed as to insure freedom from 
dust, smoke and other deleterious sub¬ 
stances and to permit thorough cleaning 
and disinfection. Rooms for animal in¬ 
jection and bleeding, and rooms for 
smallpox vaccine animals, shall be dis¬ 
infected and be provided with the neces¬ 
sary water, electrical and other services. 

(d) Animal quarters and stables. An¬ 
imal quarters, stables and food storage 
areas shall be of appropriate construc¬ 
tion, fly-proofed, adequately lighted and 
ventilated, and maintained in a clean, 
vermin-free and sanitary condition. No 
manure or refuse shall be stored as to 
Permit the breeding of flies on the prem¬ 
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ises, nor shall the establishment be lo¬ 
cated in close proximity to off-property 
manure or refuse storage capable of 
engendering fly breeding. 

(e) Restrictions on building and 
equipment use —(1) Work of a diagnostic 
nature. Laboratory procedures of a 
clinical diagnostic nature involving ma¬ 
terials that may be contaminated, shall 
not be performed in space used for the 
manufacture of products except that 
manufacturing space which is used only 
occasionally may be used for diagnostic 
work provided spore-bearing pathogenic 
microorganisms are not involved and 
provided the space is thoroughly cleaned 
and disinfected before the manufacture 
of products is resumed. 

(2) Spore-bearing organisms for sup¬ 
plemental sterilization procedure control 
test . Spore-bearing organisms used as 
an additional control in sterilization 
procedures may be introduced into areas 
used for the manufacture of products, 
only for the purposes of the test and only 
immediately before use for such pur¬ 
poses: Provided. That (i) the organism 
is not pathogenic for man and does not 
produce pyrogens or toxins, (ii) the or¬ 
ganism does not grow at or below 37° C. 
within a two-week period, (iii) the cul¬ 
ture is demonstrated to be pure. (iv> test 
cultures are not transferred to culture 
media in areas used for the manufacture 
of products, (v) each culture be labeled 
with the name of the microorganism and 
the statement “Caution: microbial 
spores. See directions for storage, use 
and disposition", and (vl) the container 
of each such culture is designed to with¬ 
stand handling without breaking. 

(3) Work with spore-bearing orga¬ 
nisms. Except as provided in the previous 
paragraph, all work with spore-bearing 
microorganisms shall be done in an en¬ 
tirely separate building: Provided. That 
such work may be done in a portion of 
a building used in the manufacture of 
products not containing spore-bearing 
microorganisms if such portion is com¬ 
pletely walled-off and is constructed so 
as to prevent contamination of other 
areas and if entrances to such portion are 
independent of the remainder of the 
building. All vessels, apparatus and 
equipment used for spore-bearing micro¬ 
organisms shall be permanently identi¬ 
fied and reserved exclusively for use with 
those organisms. Materials destined for 
further manufacturing may be removed 
from such an area only under conditions 
which will prevent the introduction of 
spores into other manufacturing areas. 

' (4) Live vaccine processing. Space 
used for processing a live vaccine shall 
not be used for any other purpose during 
the processing period for that vaccine 
and such space shall be decontaminated 
prior to initiation of the processing. Live 
vaccine processing areas shall be isolated 
from and independent of any space used 
for any other purpose by being either In 
a separate building, in a separate wing 
of a building, or in quarters at the blind 
end of a corridor and shall include ade¬ 
quate space and equipment for all proc¬ 
essing steps up to filling into final 
containers. Test procedures which poten¬ 
tially involve the presence of microorga¬ 
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nisms other than the vaccine strains, or 
the use of tissue culture cell lines other 
than primary cultures, shall not be con¬ 
ducted in space used for processing live 
vaccine. 

<5> Equipment and supplies — con¬ 
tamination. Equipment and supplies used 
in work on or otherwise exposed to any 
pathogenic or potentially pathogenic 
agent shall be kept separated from equip¬ 
ment and supplies used in the manufac¬ 
ture of products to the extent necessary 
to prevent cross-contamination. 

(f) Animals used in manufacture —(1) 
Care of animals used in manufacturing . 
Caretakers and attendants for animals 
used for the manufacture of products 
shall be sufficient in number and have 
adequate experience to insure adequate 
care. Animal quarters and cages shall 
be kept in sanitary condition. Animals 
on production shall be inspected dally to 
observe response to production proce¬ 
dures. Animals that become ill for 
reasons not related to production shall 
be isolated from other animals and shall 
not be used for production until recovery 
is complete. Competent veterinary care 
shall be provided as needed. 

(2) Quarantine of animals —(i) Gen¬ 
eral. No animal shall be used in process¬ 
ing unless kept under competent daily 
inspection and preliminary quarantine 
for a period of at least 7 days before use. 
or as otherwise provided in this part. 
Only healthy animals free from detect¬ 
able communicable diseases shall be 
used. Animals must remain in overt 
good health throughout the quarantine 
periods and particular care shall be taken 
during the quarantine periods to reject 
animals of the equine genus which may 
be infected with glanders and animals 
which may be infected with tuberculosis. 

(ii) Quarantine of monkeys. In addi¬ 
tion to observing the pertinent general 
quarantine requirements, monkeys used 
as a source of tissue in the manufacture 
of vaccine shall be maintained in quar¬ 
antine for at least 6 weeks prior to use, 
except when otherwise provided in this 
part. Only monkeys that have reacted 
negatively to tuberculin at the start of 
the quarantine period and again within 2 
weeks prior to use shall be used in the 
manufacture of vaccine. Due precaution 
shall be taken to prevent cross-infection 
from any Infected or potentially infected 
monkeys on the premises. Monkeys to be 
used in the manufacture of a live vaccine 
shall be maintained throughout the 
quarantine period In cages closed on all 
sides with solid materials except the 
front which shall be screened, with no 
more than two monkeys housed in one 
cage. Cage mates shall not be inter¬ 
changed. 

(3) Immunization against tetanus. 
Horses and other animals susceptible to 
tetanus, that are used in the processing 
steps of the manufacture of biological 
products, shall be treated adequately to 
maintain immunity to tetanus. 

(4) Immunization and bleeding of ani¬ 
mals used as u source of products. Toxins 
or other nonviable antigens administered 
in the Immunization of animals used in 
the manufacture of products shall be 
sterile. Viable antigens, when so used, 
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shall be free of contaminants, as deter¬ 
mined by appropriate tests prior to use. 
Injections shall not be made into horses 
within 6 inches of bleeding site. Horses 
shall not be bled for manufacturing pur¬ 
poses while showing persistent general 
reaction or local reaction near the site 
of bleeding. Blood shall not be used if it 
was drawn within 5 days of injecting the 
animals with viable microorganisms. 
Animals shall not be bled for manufac¬ 
turing purposes when they have an inter¬ 
current disease. Blood intended for use as 
a source of a biological product shall be 
collected in clean, sterile vessels. When 
the product is intended for use by injec¬ 
tion, such vessels shall also be pyrogen- 
free. 

(5) Smallpox vaccine production ani¬ 
mals. Animals used for the manufacture 
of smallpox vaccine shall be thoroughly 
cleaned with soap and water at the be¬ 
ginning of the quarantine and at its 
conclusion. The animals shall not be 
vaccinated in areas most likely to be con¬ 
taminated with feces. 

(6) Reporting of certain diseases. In 
cases of actual or suspected infection 
with foot and mouth disease, glanders, 
tetanus, anthrax, gas gangrene, equine 
infectious anemia; equine encephalomye¬ 
litis, or any of the pock diseases among 
animals Intended for use or used in the 
manufacture of products, the manufac¬ 
turer shall Immediately notify the Direc¬ 
tor, Division of Biologies Standards. 

(7) Monkeys used previously for ex¬ 
perimental or test purposes. Monkeys 
that have been used previously for ex¬ 
perimental or test purposes with live 
microbiological agents shall not be used 
as a source of kidney tissue for the man¬ 
ufacture of vaccine. Except as provided 
otherwise in this part, monkeys that have 
been used previously for other experi¬ 
mental or test purposes may be used as 
a source of kidney tissue upon their re¬ 
turn to a normal condition, provided all 
quarantine requirements have been met. 

(8) Necropsy examination of monkeys. 
Each monkey used in the manufacture 
of vaccine shall be examined at necropsy 
under the direction of a qualified pathol¬ 
ogist, physician, or veterinarian hav¬ 
ing experience with diseases of monkeys, 
for evidence of ill health, particularly for 

(i) evidence of tuberculosis, (ii) presence 
of herpes-like lesions, including erup¬ 
tions or plaques on or around the lips, in 
the buccal cavity or on the gums, and 
(iii) signs of conjunctivitis. If there are 
any such signs or other significant gross 
pathological lesions, the tissue shall not 
be used in the manufacture of vaccine. 

(g) Filling procedures. Filling proce¬ 
dures shall be such as will not affect 
adversely the safety, purity or potency of 
the product. 

(h) Containers and closures. All final 
containers and closures shall be made 
of material that will not hasten the 
deterioration of the product or otherwise 
render it less suitable for the intended 
use. All final containers and closures 
shall be clean and free of surface solids, 
leachable contaminants and other ma¬ 
terials that will hasten the deterioration 
of the product or otherwise render it less 
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suitable for the intended use. After 
filling, sealing shall be performed in a 
manner that will maintain the integrity 
of the product during the dating period. 
In addition, final containers and closures 
for products intended for use by injection 
shall be sterile and free from pyrogens. 
Except as otherwise provided in the regu¬ 
lations of this part, final containers for 
products intended for use by injection 
shall be colorless and sufficiently trans¬ 
parent to permit visual examination of 
the contents under normal light. As soon 
as possible after filling, final containers 
shall be labeled as prescribed in § 73.600 
et seq., except that final containers may 
be stored without such prescribed label¬ 
ing provided they are stored in a sealed 
receptacle labeled both inside and out¬ 
side with at least the name of the prod¬ 
uct, the lot number, and the filling iden¬ 
tification. 

§ 73.302 Records*. 

(a) Maintenance of records. Records 
shall be made, concurrently with the 
performance, of each step in the manu¬ 
facture and distribution of products, in 
such a manner that at any time succes¬ 
sive steps in the manufacture and dis¬ 
tribution of any lot may be traced by an 
Inspector. Such records shall be legible 
and indelible, shall Identify the person 
immediately responsible, shall include 
dates of the various steps, and be as de¬ 
tailed as necessary for clear understand¬ 
ing of each step by one experienced in 
the manufacture of products. 

(b) Records retention —(1) General. 
Records shall be retained for such in¬ 
terval beyond the expiration date as 1s 
necessary for the individual product, to 
permit the return of any clinical report 
of unfavorable reactions. The retention 
period shall be no less than five years 
after the records of manufacture have 
been completed or six months after the 
latest expiration date for the Individual 
product, whichever represents a later 
date. 

(2) Records of recall. Complete rec¬ 
ords shall be maintained pertaining to 
the recall from distribution of any prod¬ 
uct upon notification by the Director, 
Division of Biologies Standards, to recall 
for failure to conform with the stand¬ 
ards prescribed in the regulations of 
this part, because of deterioration of the 
product or for any other factor by rea¬ 
son of which the distribution of the prod¬ 
uct would constitute a danger to health. 

(3) Suspension of requirement for re¬ 
tention. The Director, Division of Bio¬ 
logies Standards, may authorize the sus¬ 
pension of the requirement to retain 
records of a specific manufacturing step 
upon a showing that such records no 
longer have significance for the purposes 
for which they were made: Provided , 
That a summary of such records shall be 
retained. 

(c) Records of sterilization of equip¬ 
ment and supplies. Records relating to 
the mode of sterilization, date, duration, 
temperature and other conditions relat¬ 
ing to each sterilization of equipment 
and supplies used in the processing of 
products shall be made by means of auto¬ 
matic recording devices or by means of 


a system of recording which gives equi¬ 
valent assurance of the accuracy and 
reliability of the record. Such records 
shall be maintained in a manner that 
permits an identification of the product 
with the particular manufacturing proc¬ 
ess to which the sterilization relates. 

(d) Animal necropsy records. A ne¬ 
cropsy record shall be kept on each ani¬ 
mal from which a biological product has 
been obtained and which dies or is sacri¬ 
ficed while being so used. 

(e) Records in case of divided manu¬ 
facturing responsibility. If two or more 
establishments participate in the manu¬ 
facture of a product, the records of each 
such establishment must show plainly 
the degree of its responsibility. In 
addition, each participating manufac¬ 
turer shall furnish to the manufac¬ 
turer who prepares the product in final 
form for sale, barter or exchange, a copy 
of all records relating to the manufac¬ 
turing operations performed by such 
participating manufacturer insofar as 
they concern the safety, purity and 
potency of the lots of the product in¬ 
volved, and the manufacturer who pre¬ 
pares the product in final form shall 
retain a complete record of all the 
manufacturing operations relating to 
the product. 

§ 73.303 Retention sample*. 

Manufacturers shall retain for a period 
of at least 6 months after the expira¬ 
tion date, a quantity of representative 
material of each lot of each product, 
sufficient for examination and testing 
for safety and potency, except Whole 
Blood (Human), Antihemophilic Plasma 
(Human), Red Blood Cells (Human), 
Single Donor Plasma (Human), Nor¬ 
mal Human Plasma and Allergenic 
Products prepared to physician's pre¬ 
scription. Samples so retained shall 
be selected at random from either 
final container material, or from bulk 
and final containers, provided they in¬ 
clude at least one final container as a 
final package, or package-equivalent of 
such filling of each lot of the product as 
intended for distribution. Such sample 
material shall be stored at temperatures 
and under conditions which will main¬ 
tain the identity and Integrity of the 
product. Samples retained as required 
in this section shall be in addition to 
samples of specific products required to 
be submitted to the Division of Biologies 
Standards. Exceptions may be author¬ 
ized by the Director, Division of Biologies 
Standards, when the lot yields relatively 
few final containers and when such lots 
are prepared by the same method in 
large number and in close succession. 

§ 73.504 Reporting of error*. 

The Director, Division of Biologies 
Standards, shall be notified promptly of 
errors or accidents in the manufacture of 
products that may affect the safety, 
purity, or potency of any product. 

§ 73.505 Temperature* during *liip* 
ment. 

The following products shall be main¬ 
tained during shipment at the specified 
temperatures: 
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Product 

Poliovirus Vaccine, 
Live, Oral, Type 1 
Poliovirus Vaccine, 
Live, Oral, Type 2 
Poliovirus Vaccine, 
Live. Oral, Type 3 
Poliovirus Vaccine, 
Live, Oral, Trivalent . 
Red Blood Cells 
(Human). Frozen. 
Red Blood Cells (Hu¬ 
man) , Liquid. 

Single Donor Plasma 
(Human). Frozen. 
Smallpox Vaccine, 
Liquid. 


Whole Blood (Hu¬ 
man). 

Yellow Fever Vacclne. 


Temperature 


A temperature which 
will maintain ice 
continuously In a 
solid state. 


— 65“ C. or colder. 

Between 1* and 10* 
C. 

— 18® C. or colder. 

A temperature which 
will maintain ice 
continuously in a 
solid state. 

Between 1* and 10* 
C. 

A temperature which 
will maintain ice 
continuously in a 
solid state. 


Standards for Products: Labels 
g 73.600 Container label. 

(a) Full label. The following items 
shall appear on the label affixed to each 
container of a product capable of bear¬ 
ing a full label: 

(1) The proper name of the product; 

(2) The name, address, and license 
number of manufacturer; 

(3) The lot number or other lot identi¬ 
fication; 

(4) The expiration date; 

(5) The recommended individual dose, 
for multiple dose containers. 

(b) Package label information. If the 
container is not enclosed in a package, 
all the items required for a package label 
shall appear on the container label. 

(c) Partial label. If the container is 
capable of bearing only a partial label, 
the container shall show as a minimum 
the name (expressed either as the proper 
or common name), the lot number or 
other lot identification and the name of 
the manufacturer: In addition, for multi¬ 
ple dose containers, the recommended 
individual dose. Containers bearing par¬ 
tial labels shall be placed in a package 
which bears all the items required for a 
package label. 

(d) No container label. If the con¬ 
tainer is incapable of bearing any label, 
the items required for a container label 
may be omitted, provided the container 
is placed in a package which bears all 
the Items required for a package label. 

(e) Visual inspection. When the label 
has been affixed to the container a suffi¬ 
cient area of the container shall remain 
uncovered for its full length or circum¬ 
ference to permit inspection of the 
contents. 

§73.601 Package label. 

The following items shall appear on 
the label affixed to each package con¬ 
taining a product: 

fa) The proper name of the product; 

<b) The name, address, and license 
number of manufacturer; 

<c) The lot number or other lot 
identification; 

(d) The expiration date; 

(e) The preservative used and its con¬ 
centration, or if no preservative is used 


and the absence of a preservative is a 
safety factor, the words "no preserva¬ 
tive”; 

(f) The number of containers, if more 
than one; 

(g) The amount of product in the con¬ 
tainer expressed as (1) the number of 
doses, (2) volume, (3) units of potency, 
(4) weight, (5) equivalent volume (for 
dried product to be reconstituted), or 

(6) such combination of the foregoing 
as needed for an accurate description of 
the contents, whichever is applicable: 

(h) The recommended storage tem¬ 
perature; 

(i) The words "Shake Well”, "Do not 
Freeze” or the equivalent, as well as 
other instructions, when indicated by the 
character of the product; 

(j) The recommended individual dose 
if the enclosed container(s) is a multiple- 
dose container; 

(k) The route of administration 
recommended, or reference to such direc¬ 
tions in an enclosed circular; 

(l) Known sensitizing substances, or 
reference to an enclosed circular contain¬ 
ing appropriate information; 

(m) The type and calculated amount 
of antibiotics added during manufac¬ 
ture; 

(n) The inactive ingredients when a 
safety factor, or reference to an enclosed 
circular containing appropriate in¬ 
formation; 

(o) The adjuvant, if present; 

(p) The source of the product when a 
factor in safe administration; 

(q) The identity of each micro¬ 
organism used in manufacture, and, 
where applicable, the production medium 
and the method of Inactivation, or refer¬ 
ence to an enclosed circular containing 
appropriate information; 

(r) Minimum potency of product ex¬ 
pressed in terms of official standard of 
potency or, if potency is a factor and no 
U.S. standard of potency has been pre¬ 
scribed, the words "No U.S. standard of 
potency.” 

§73.602 Proper name; package label; 
legible type. 

(a) Position . The proper name of the 
product on the package label shall be 
placed above any trade-mark or trade 
name identifying the product and 
symmetrically arranged with respect to 
other printing on the label. 

(b) Prominence. The point size and 
type-face of the proper name shall be at 
least as prominent as the point size and 
type-face used in designating the trade¬ 
mark and trade name. The contrast in 
color value between the proper name 
and the background shall be at least as 
great as the color value between the 
trade-mark and trade name and the 
background. Typography, layout, con¬ 
trast, and other printing features shall 
not be used in a manner that will affect 
adversely the prominence of the proper 
name. 

(c) Legible type. All items required 
to be on the container label and package 
label shall be in legible type. "Legible 
type” is type of a size and character 
which can be read with ease when held 
in a good light and with normal vision. 


§73.603 Divided manufacturing re¬ 
sponsibility to be shown. 

If two or more establishments partic¬ 
ipate in the manufacture of a product, 
the name, address, and license number 
of each must appear on the package 
label, and on the label of the container if 
capable of bearing a full label. 

§ 73.601 Name of selling agent or dis¬ 
tributor. 

The name and address of the selling 
agent or distributor of a product may 
appear on the label under the designa¬ 
tion of "selling agent” or "distributor” 
provided that the name and address of 
the manufacturer is given precedence in 
prominence. 

§ 73.605 Products for export. 

Labels on packages or containers of 
products for export may be adapted to 
meet specific requirements of the regu¬ 
lations of the country to which the prod¬ 
uct is to be exported provided that in 
all such cases the minimum label re¬ 
quirements prescribed in § 73.600 are 
observed. 

Standards for Products: General 

§ 73.700 Teatx prior to release required 
for each lot. 

No lot of any licensed product shall 
be released by the manufacturer prior 
to the completion of tests for conformity 
with standards applicable to such prod¬ 
uct. Each applicable test shall be made 
on each lot after completion of all 
processes of manufacture which may af¬ 
fect compliance with the standard to 
which the test applies. The results of 
all tests performed shall be considered 
in determining whether or not the test 
results meet the test objective, except 
that a test result may be disregarded 
when it is established that the test is 
invalid due to causes unrelated to the 
product. 

§73.710 Potency. 

Tests for potency shall consist of either 
in vitro or in vivo tests, or both, which 
have been specifically designed for each 
product so as to indicate its potency in 
a manner adequate to satisfy the inter¬ 
pretation of potency given by the defini¬ 
tion in § 73.101 (t). 

§ 73.720 General safety. 

In addition to specified safety tests 
prescribed in this part for individual 
products, a general safety test shall be 
performed in final container material, 
from each filling of each lot of all prod¬ 
ucts intended for administration to man, 
either after the labels have been affixed 
to the final container, or affixed, both 
outside and inside, to the multiple con¬ 
tainer storage receptacle just prior to 
its sealing for storage purposes. Ex¬ 
ceptions to this procedure may be au¬ 
thorized by the Director. Division of 
Biologies Standards, when more than 
one lot is processed each day. The gen¬ 
eral safety test shall consist of the 
parenteral injection of the maximum 
volume tolerated Into each of two mice 
weighing approximately 20 gms. each 
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and into each of two guinea pigs weigh¬ 
ing approximately 350 gms. each but 
no more than 0.5 ml. need be inoculated 
into each mouse and no more than 5.0 
ml. need be inoculated into each guinea 
pig. After Injection the animals shall 
be observed for a period of no less than 
seven days and if neither significant 
symptoms nor death results during the 
observation period, the product meets 
the requirements for general safety. 
Variations of this test, either in the 
volume injected or in the species of test 
animal used shall be made whenever re¬ 
quired because of the human dose level 
demanded of the product or because of 
any individual demands of the product 
itself. 

§ 73.730 Sterility. 

Except as provided in paragraph (f), 
the sterility of each lot of each product 
shall be demonstrated by the perform¬ 
ance of the tests prescribed in para¬ 
graphs (a) and (b) of this section for 
both bulk and final container material. 
Bulk material shall be tested spearately 
from final container material and mate¬ 
rial from each final container shall be 
tested in individual test vessels. 

(a) The test—il) Using Fluid Thio- 
glycollate Medium. The volume of 
product, as required by paragraph (d) of 
this section (hereinafter referred to also 
as the “inoculum”), from samples of both 
bulk and final container material, shall 
be inoculated into test vessels of Fluid 
Thioglycollate Medium. The inoculum 
and medium shall be mixed thoroughly 
and incubated at a temperature of 30° 
to 32° C. for a test period of no less than 
seven days and examined visually for 
evidence of growth on the third or fourth 
or fifth day and on the seventh or eighth 
day. If incubation is continued beyond 
eight days, an additional examination 
shall be made on the last day of the 
test period. If the inoculum renders 
the medium turbid so that the absence 
of growth cannot be determined reliably 
by visual examination, portions of this 
turbid medium in amounts of no less 
than 1.0 ml. shall be transferred on the 
third or fourth or fifth day of incubation, 
from each of the test vessels and inocu¬ 
lated into additional vessels of medium. 
The material in the additional vessels 
shall be Incubated at a temperature of 
30° to 32° C. for no less than seven days. 
Notwithstanding such transfer of mate¬ 
rial, examination of the original vessels 
shall be continued as prescribed above. 
The additional test vessels shall be ex¬ 
amined visually for evidence of growth 
on the third or fourth or fifth day of 
incubation and oa the seventh or eighth 
day and if incubation is continued be¬ 
yond a period of eight days, an addi¬ 
tional examination shall be made on the 
last day of the incubation period. If 
growth appears, repeat tests may be per¬ 
formed as prescribed in paragraph (b) 
of this section and interpreted as speci¬ 
fied In paragraph (c) of this section. 

(2) Using Fluid Sabouraud Medium. 
except for dried products, a test for 
fungi and yeast shall be made on final 


container material, following the pro¬ 
cedures prescribed in subparagraph (1) 
of this paragraph except that (i) the 
medium shall be Fluid Sabouraud Me¬ 
dium; (ii) the incubation shall be at 
a temperature of 20° to 25° C.; (iii) the 
period of incubation shall be no less 
than ten days and an examination shall 
be made on the tenth or eleventh or 
twelfth day in lieu of an examination 
on the seventh or eighth day. 

(b) Repeat tests —(1) Repeat bulk 
test. If growth appears in the test of 
the bulk material, the test may be re¬ 
peated to rule out faulty test procedures 
by testing at least the same volume of 
material. 

(2) First repeat final container test. 
If growth appears in any test (thioglycol¬ 
late or Sabouraud) of final container 
material, that test may be repeated to 
rule out faulty test procedures by test¬ 
ing material from a sample of at least 
the same number of final containers. 

(3) Second repeat final container test. 
If growth appears in any first repeat 
final container test (thioglycollate or 
Sabouraud), that test may be repeated 
provided there was no evidence of growth 
in any test of the bulk material and ma¬ 
terial from a sample of twice the number 
of final containers used in the first test 
Is tested by the same method used in the 
first test. 

(c) Interpretation of test results. The 
results of all tests performed on a lot 
shall be considered in determining 
whether or not the lot meets the require¬ 
ments for sterility, except that tests may 
be excluded when demonstrated by ade¬ 
quate controls to be invalid. The lot 
meets the test requirements if no growth 
appears in the tests prescribed in para¬ 
graph (a) of this section. If repeat tests 
are performed, the lot meets the test 
requirements if no growth appears in the 
tests prescribed in paragraph (b) (2) or 
(b) (3) of this section, whichever is 
applicable. 

(d) Test samples and volumes —(1) 
Bulk. Each sample for the bulk sterility 
test shall be representative of the bulk 
material and the volume tested shall be 
no less than 10 ml. (Note exceptions in 
paragraph (f) of this section.) 

(2) Final containers. The sample for 
the final container and first repeat final 
container tests shall be no less than 20 
final containers from each filling of each 
lot, selected to represent all stages of 
filling from the bulk vessel. If the 
amount of material in the final container 
is 1.0 ml. or less, the entire contents 
shall be tested. If the amount of mate¬ 
rial in the final container is more than 
1.0 ml., the volume tested shall be the 
largest single dose recommended by the 
manufacturer or 1.0 ml., whichever is 
larger, but no more than 10 ml. of mate¬ 
rial or the entire contents from a single 
final container need be tested. (Note 
exceptions in paragraph (f) of this sec¬ 
tion.) 

(e) Culture medium —(1) Formulae. 
(i) The formula for Fluid Thioglycollate 
Medium is as follows: 


Fluid Thioglycollate Medium 


1-cystine-0.5 gm. 

Sodium chloride_2.5 gm. 

Dextrose (C € H JJ O 0 ^ a O)-5.5 gm. 

Granular agar (less than 15% 0.75 gm. 

moisture by weight). 

Yeast extract (water-soluble) — 5.0 gm. 

Pancreatic digest of casein-15.0 gm. 

Purified water_ 1,000.0 ml. 

Sodium thioglycollate (or thio- 0.5 gm. 

glycoUic acid—0.3 ml.). 

Resazurin (0.10% solution, 1.0 ml. 

freshly prepared). 

Final pH 7.1 ±0.1. 


(11) The formula for Fluid Sabouraud 
Medium is as follows: 

Fluid Sabouraud Medium 


Dextrose—.-.20 gm. 

Pancreatic digest of casein-5 gm. 

Peptic digest of animal tissue.. 5 gm. 

Purified water. 1.000 ml. 

Final pH 5.7±0.1. 


(2) Culture medium requirements — 
(i) Quality and condition of medium and 
design of test vessel. The growth pro¬ 
moting qualities and conditions of the 
culture medium, and the design of the 
test vessel, shall be such as are shown 
to provide conditions favorable to aero¬ 
bic and anaerobic growth of microorgan¬ 
isms throughout the test period. 

(ii) Ratio of inoculum to culture 
medium . The ratio of the volume of 
the inoculum to the volume of culture 
medium shall be such as will dilute the 
preservative in the inoculum to a level 
that does not inhibit growth of contam¬ 
inating microorganisms. Inhibitors or 
neutralizers of preservative may be con¬ 
sidered in determining the proper ratio. 

(f) Exceptions. Bulk and final con¬ 
tainer material shall be tested for ste¬ 
rility as described above in this section 
except as follows: 

(1) Different sterility tests prescribed. 
When different sterility tests are pre¬ 
scribed for a product in this part. 

(2) Alternate incubation tempera¬ 
tures. Two tests may be performed, in 
all respects as prescribed in paragraph 
(a) (1) of this section, one test using an 
incubation temperature of 18° to 22° C., 
the other test using an incubation tem¬ 
perature of 35° to 37° C., in lieu of per¬ 
forming one test using an incubation 
temperature of 30° to 32° C. 

(3) Different tests equal or superior. 
A different test may be performed pro¬ 
vided that prior to the performance of 
such a test a manufacturer submits data 
which the Director, National Institutes 
of Health finds adequate to establish that 
the different test is equal or superior to 
the tests described in paragraphs (a) 
and (b) of this section in detecting con¬ 
tamination and makes the finding a 
matter of official record. 

(4) Test precluded or not rcawired. 
The tests prescribed in this section neea 
not be performed for Whole Blooa 
(Human), Red Blood Cells (Human), 
Single Donor Plasma (Human), Small¬ 
pox Vaccine and other similar products 
concerning which the Director, National 
Institutes of Health, finds that the mode 
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of administration, the method of prep¬ 
aration or the special nature of the prod¬ 
uct precludes or does not require a steril¬ 
ity test. 

(5) Viscous biological products. Thio- 
glycollate Broth Medium may be used 
in lieu of Fluid Thloglycollate Medium 
to test viscous biological products. The 
formula for Thloglycollate Broth Me¬ 
dium is as follows: 

Thioglycollate Broth Medium. Certain 
biological products are turbid or otherwise 
do not lend themselves readily to culturing 
In Fluid Thioglycollate Medium because of 
its viscosity. In such instances, the follow¬ 
ing broth is acceptable in place of the Fluid 
Thioglycollate Medium, provided It is used 
in Smith fermentation tubes which have 
been heated within four hours in a boiling 
water bath or in free-flowing steam so as to 
drive the dissolved oxygen out of the medium 
In the closed arm: 


1-cystine ___0.5 gm. 

Sodium chloride_ __ 2.6 gm. 

Dextrose (C # H-11,0)-5.5 gm. 

Yeast extract (water-soluble)_6.0 gm. 

Pancreatic digest casein---15.0 gm. 

Purified water_ 1,000.0 ml. 

Sodium thloglycollate (or thio- 0.5 gm. 

glycolllc acid—0.3 ml.). 

Final pH 7.1 ±0.1. 


(6) Number of final containers more 
than 20, less than 200. If the number of 
final containers in the filling is more 
than 20 or less than 200. the sample 
shall be no less than 10 percent of the 
containers. 

(7) Number of final containers—20 or 
less. If the number of Anal containers 
in a filling is 20 or less, the sample shall 
be two final containers, or the sample 
need be no more than one final container, 
provided (i) the bulk material met the 
sterility test requirements and (ii) after 
filling, it is demonstrated by testing a 
simulated sample that all surfaces to 
which the product was exposed were free 
of contaminating microorganisms. The 
simulated sample shall be prepared by 
rinsing the filling equipment with sterile 
1.0 percent peptone solution, pH 7.1±0.1, 
which shall be discharged into a final 
container by the same method used for 
filling the final containers with the 
product. 

(8) Samples—large volume of product 
in final containers. For Normal Serum 
Albumin (Human), Normal Human 
Plasma, Antihemophilic Plasma (Hu¬ 
man), Plasma Protein Solution (Hu¬ 
man) and Fibrinogen (Human), when 
the volume of product in the final con¬ 
tainer is 50 ml. or more, the final con¬ 
tainers selected as the test sample may 
contain less than the full volume of 
product in the final containers of the fili¬ 
ng from which the sample is taken: 
Provided, That the containers and clo¬ 
sures of the sample are identical with 
those used for the filling to which the 
test applies and the sample represents 
all stages of that filling. 

<9) Diagnostic products not in - 
tended for injection. For diagnostic 
products not intended for injection, (1) 
only the Thioglycollate Medium test is 
the volume of material for 
o t® 8 * shall be no less than 2.0 ml., 
sa m Ple for the final con¬ 
tainer test shall be no less than three 
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final containers if the total number filled 
is IfiO or less, and, if greater, one addi¬ 
tional container for each additional 50 
containers or fraction thereof, but the 
sample need be no more than 10 
containers. 

(10) Human immune globulin prepa¬ 
rations. For human immune globulin 
preparations, the test samples from the 
bulk material and from each final con¬ 
tainer need be no more than 2.0 ml. 

§ 73.740 Purity. 

Products shall be free from extrane¬ 
ous material. In addition, products shall 
be tested as provided in paragraphs (a) 
and (b) of this section. 

(a) Test for residual moisture. Each 
lot of dried product shall be tested for 
residual moisture and other volatile sub¬ 
stances. 

(1) Procedure. The test for dried 
products shall consist of measuring the 
maximum loss of weight in a weighed 
sample equilibrated over anhydrous P.O* 
at a pressure of not more than one mm. 
of mercury, and at a temperature of 
20° to 30° C. for as long as it has been 
established is sufficient to result in a con¬ 
stant weight. 

(2) Test results; standard to be met. 
The residual moisture and other volatile 
substances shall not exceed 1 percent 
except that for BCG Vaccine they shall 
not exceed 1 y 2 percent, for Measles Virus 
Vaccine. Live, Attenuated; Rubella Virus 
Vaccine. Live and Antihemophilic Factor 
(Human), they shall not exceed 2 per¬ 
cent, and for Modified Plasma (Bovine); 
Thrombin; Fibrinogen; Streptokinase: 
Streptokinase - Streptodornase; and 
Anti-Influenza Virus Serum for the 
Hemagglutination Inhibition Test, they 
shall not exceed 3 percent. 

(b) Test for pyrogenic substances. 
Each lot of any product intended for use 
by injection shall be tested for pyrogenic 
substances by Intravenous injection into 
rabbits as provided in subparagraphs 
(1) and (2) of this paragraph: Provided , 
That notwithstanding any other provi¬ 
sion of this part, the test for pyrogenic 
substances is not required for the fol¬ 
lowing products: Products containing 
formed blood elements; Single Donor 
Plasma (Human); Normal Horse Serum; 
Normal Rabbit Serum; bacterial, viral 
and rickettsial vaccines and antigens; 
toxoids; toxins, allergenic extracts; ven¬ 
oms; diagnostic substances and trivalent 
organic arsenicals. 

(1) Test dose. The test dose for each 
rabbit shall be at least 3 milliliters per 
kilogram of body weight of the rabbit 
and also shall be at least equivalent pro¬ 
portionately, on a body weight basis, to 
the maximum single human dose recom¬ 
mended, but need not exceed 10 ml. per 
kilogram of body weight of the rabbit, 
except that: (i) Regardless of the hu¬ 
man dose recommended, the test dose 
per kilogram of body weight of each rab¬ 
bit shall be, at least 1 milliliter for im¬ 
mune globulins derived from human 
blood, at least 3 milliliters for Normal 
Human Plasma, and at least 30 milli¬ 
grams for Fibrinogen (Human); (ii) for 
Streptokinase, Streptokinase-Strepto- 
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domase, Aggregrated Radio-Iodinated 
(r n ) Albumin (Human), Radlo-Chro- 
mated (Or®) Serum Albumin (Human), 
Radio-Iodinated (I 1 *) Serum Albumin 
(Human) and Radio-Iodinated (I**) 
Serum Albumin (Human), the test dose 
shall be at least equivalent proportion¬ 
ately on a body weight basis to the maxi¬ 
mum single human dose recommended. 

(2) Procedure. Products shall be 
tested for freedom from pyrogenic sub¬ 
stances by intraveneous injection of the 
test dose into three or more rabbits in 
overt good health and by recording for 
each rabbit a control temperature taken 
within one hour prior to injection, and 
three additional temperatures taken one, 
two, and three hours after injection. 
For purposes of subparagraph (3) of 
this paragraph, if there is no tempera¬ 
ture increase over the control tempera¬ 
ture (i.e. where the temperature remains 
unchanged or falls), the temperature 
rise shall be considered as zero. If there 
is an Increase in temperature over the 
control temperature, the temperature 
rise shall be the difference between the 
highest of the three hourly readings and 
the control temperature reading. 

(3) Test results; standards to be met. 
The results recorded for all rabbits used 
in all tests of a lot of a product shall be 
included in determining whether the 
standard for purity is met. The product 
fails to meet test requirements if one- 
half or more of all rabbits show a tem¬ 
perature rise of 0.6° C. or more or if the 
average temperature rise of all rabbits is 
0.5° C. or more. 

(c) Different tests equal or superior. 
A different test for residual moisture may 
be performed provided that prior to its 
performance the manufacturer submits 
data which the Director, National Insti¬ 
tutes of Health finds adequate to estab¬ 
lish that the different test is equal or 
superior to the test described in para¬ 
graph (a) of this section and makes the 
finding a matter of official record. 

§73.730 Twl for Mycoplasma . 

Except as provided otherwise in this 
part, prior to clarification or filtration in 
the case of live virus vaccines produced 
from in-vitro living cell cultures, and 
prior to inactivation in the case of in¬ 
activated virus vaccines produced from 
such living cell cultures, each virus har¬ 
vest pool and control fluid pool shall be 
tested for the presence of Mycoplasma , 
as follows: 

Samples of the virus for this test shall be 
stored either (1) between 2* and 8* C. for 
no longer than 24 hours, or (2) at -20* C. or 
lower If stored for longer than 24 hours. The 
test shall be performed on samples of the 
viral harvest pool and on control fluid pool 
obtained at the time of viral harvest, as fol¬ 
lows: No less than 2.0 ml. of each sample 
shall be inoculated in evenly distributed 
amounts over the surface of no less than 10 
plates of at least two agar media. No less 
than 1.0 ml. of sample shall be Inoculated 
into each of four tubes containing 10 ml. of 
a semisolid broth medium. The media shall 
be such as have been shown to be capable 
of detecting known Mycoplasma and each 
test shall Include control cultures of at least 
two known strains of Mycoplasma, one of 
which must be M. pneumoniae. One half of 
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the plates and two tubes of broth shall be 
Incubated aerobically at 36* C. ±1* C. and 
the remaining plates and tubes shall be In¬ 
cubated anaerobically at 30* C. ±1* C. In 
an environment of 3-10 percent OO f in N». 
Aerobic Incubation shall be for a period of 
no lees than 14 days and the broth in the two 
tubes shall be tested after 3 days and 14 
days, at which times 0.5 ml. of broth from 
each of the two tubes shall be combined and 
subinoculated on to no less than 4 additional 
plates and incubated aerobically. Anaerobic 
Incubation shall be for no less than 14 days 
and the broth in the two tubes shall be tested 
after 3 days and 14 days, at which times 0.5 
ml. of broth from each of the two tubes 
shall be combined and subinoculated on to 
no less than four additional plates and 
Incubated anaerobically. All Inoculated plates 
shall be incubated for no less than 14 days, 
at which time observation for growth of 
Mycoplasma shall be made at a magnifica¬ 
tion of no less than 300 x. If the Dienes 
Methylene Blue-Azure dye or an equivalent 
staining procedure Is used, no less than a one 
square cm. plug of the agar shall be excised 
from the Inoculated area and examined for 
the presence of Mycoplasma. The presence of 
the Mycoplasma shall be determined by 
comparison of the growth obtained from the 
test samples with that of the control cul¬ 
tures, with respect to typical colonial and 
microscopic morphology. The virus pool is 
satisfactory for vaccine manufacture If none 
of the tests on the samples show evidence of 
the presence of Mycoplasma. 

§ 73.760 Identity. 

The contents of a final container of 
each filling of each lot shall be tested 
for Identity after all labeling operations 
shall have been completed. The identity 
test shall be specific for each product in 
a manner that will adequately identify 
it as the product designated on final 
container and package labels and circu¬ 
lars, and distinguish It from any other 
product being processed in the same 
laboratory. Identity may be established 
either through the physical or chemical 
characteristics of the product, inspection 
by macroscopic or microscopic methods, 
specific cultural tests, or in vitro or in 
vivo immunological tests. 

§ 73.770 Requests for samples and pro¬ 
tocols; official release. 

Samples of any lot of any licensed 
product, together with the protocols 
showing results of applicable tests, may 
at any time be required to be sent to the 
Director, Division of Biologies Standards. 
Upon notification by the Director, Divi¬ 
sion of Biologies Standards, a manufac¬ 
turer shall not distribute a lot of a 
product until the lot is released by the 
Director, Division of Biologies Stand¬ 
ards: Provided , That the Director shall 
not issue such notification except when 
deemed necessary for the safety, purity 
or potency of the product. 

§ 73.780 Cultures. 

(a) Storage and maintenance. Cul¬ 
tures used in the manufacture of prod¬ 
ucts shall be stored in a secure and order¬ 
ly manner, at a temperature and by a 
method that will retain the initial char¬ 
acteristics of the organisms and insure 
freedom from contamination and 
deterioration. 

(b) Identity and verification. Each 
culture shall be clearly identified as to 


source strain. A complete identification 
of the strain shall be made for each new 
stock culture preparation. Primary and 
subsequent seed lots shall be Identified 
by lot number and date of preparation. 
Periodic tests shall be performed as often 
as necessary to verify the integrity of the 
strain characteristics and freedom from 
extraneous organisms. Results of all pe¬ 
riodic tests for verification of cultures 
and determination of freedom from ex¬ 
traneous organisms shall be recorded 
and retained. 

§ 73.790 Constituent materials. 

(a) Ingredients , preservative , dilu¬ 
ents. adjuvants. All ingredients used in a 
licensed product, and any diluent pro¬ 
vided as an aid in the administration of 
the product, shall meet generally ac¬ 
cepted standards of purity and quality. 
Any preservative used shall be sufficiently 
nontoxic so that the amount present in 
the recommended dose of the product 
will not be toxic to the recipient, and in 
the combination used shall not denature 
the specific substances in the product 
below the minimum acceptable potency 
within the dating period when stored at 
the recommended temperature. Products 
in multiple dose containers shall contain 
a preservative, except that a preservative 
need not be added to Yellow Fever Vac¬ 
cine, Poliovirus Vaccine, Live, Oral, or 
to viral vaccines labeled for use with the 
jet injector, or to dried vaccines when 
the accompanying diluent contains a 
preservative. An adjuvant shall not be 
introduced into a product unless there 
is satisfactory evidence that it does not 
affect adversely the safety or potency 
of the product. In no event shall the 
recommended individual dose of a bio¬ 
logical product contain more than 0.85 
milligram of aluminum, determined by 
assay, or more than 1.14 milligrams of 
aluminum, determined by calculation on 
the basis of the amount of aluminum 
compound added. 

(b) Extraneous protein; cell culture 
produced vaccines. Extraneous protein 
known to be capable of producing aller¬ 
genic effects in human subjects shall 
not be added to a final virus medium of 
cell culture produced vaccines intended 
for injection. If serum is used at any 
stage, its calculated concentration in the 
final medium shall not exceed 1:1,000,- 
000 . 

(c> Antibiotics. A minimum concentra¬ 
tion of antibiotics, other than penicillin, 
may be added to the production substrate 
of viral vaccines. 

§ 73.800 Tula! solids in serums. 

Except as otherwise provided by regu¬ 
lation, no liquid serum or antitoxin shall 
contain more than 20 percent total solids. 

§ 73.810 Permissible combination*. 

Licensed products may not be com¬ 
bined with other licensed products, 
either therapeutic, prophylactic or di¬ 
agnostic, except as a license is obtained 
for the combined product. Licensed 
products may not be combined with non- 
licensable therapeutic, prophylactic, or 
diagnostic substances except as a license 
is obtained for such combination. 


§ 73.820 Standard preparations. 

Standard preparations made available 
by the Division of Biologies Standards 
shall be applied in testing, as follows: 

(a) Potency standards. Potency stand¬ 
ards shall be applied in testing for po¬ 
tency all forms of the following: 

Antibodies 

Botulism Antitoxin, Type A. 

Botulism Antitoxin, Type B. 

Botulism Antitoxin, Type E. 

Diphtheria Antitoxin. 

Dysentery Antitoxin (Shiga). 
Anti-Hemophllus Influenzae Type b Serum. 
Histolyticus Antitoxin. 

Oedematlens Antitoxin. 

Perfringens Antitoxin. 

AntipertuBsis Serum. 

Antirabies Serum. 

Scarlet Fever Streptococcus Antitoxin. 
Sordellli Antitoxin. 

Staphylococcus Antitoxin. 

Tetanus Antitoxin. 

Vlbrlon Beptique Antitoxin. 

Antigens 

Diphtheria Toxin for Schick Test. 

PertussiB Vaccine. 

Scarlet Fever Streptococcus Toxin. 
Tuberculin, Old. 

Tuberculin, Purified Protein Derivative. 
Typhoid Vaccine. 

Blood Derivative 

Tlirombin. 

(b) Opacity standard. The U.S. Opac¬ 
ity Standard shall be applied in estimat¬ 
ing the bacterial concentration of all bac¬ 
terial vaccines. The assigned value of the 
standard when observed visually is 10 
units. The assigned value of the standard 
when observed with a photometer is (i) 
10 units when the wavelength of the fil¬ 
ter is 530 millimicrons, <il) 10.6 units 
when the wavelength of the filter is 650 
millimicrons, and (lit) 9 units when the 
wavelength of the filter is 420 millimi¬ 
crons. 

§ 73.830 Limit* of potency. 

The potency of the following products 
shall be not less than that set forth below 
and products dispensed in the dried state 
shall represent liquid products having 
the stated limitations. 

ANTIBODIES 

Diphtheria Antitoxin, 500 units per milliliter. 
Scarlet Fever Streptococcus Antitoxin, 400 
units per mUlillter. 

Tetanus Antitoxin. 400 units per mlUlliier. 
Tetanus Immune GlobuUn (Human). 50 
units of tetanus antitoxin per milliliter. 

ANTIGENS 

Pertussis Vaccine, 12 units per total human 
immunizing dose. 

Typhoid Vaccine, 8 units per mUlillter. 

§ 73.810 Dale of manufacture. 

The date of manufacture shall be 
determined as follows: 

(a) For products for which an official 
standard of potency is prescribed in 
either § 73.820 or $ 73.830. or which are 
subject to official potency tests, the date 
of initiation by the manufacturer of the 
last valid potency test. 

(b) For products which are not sub¬ 
ject to official potency tests, (1) the date 
of removal from animals, (2) the date 
of extraction, (3) the date of solution, 
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Staphylococcus Toxoid..— 

Staphylococcus Toxoid and Bacterial An¬ 
tigen made from Staphylococcus (Albus 
and Aureus). 

Staphylococcus Toxoid and Bacterial 
Vaccine made from Staphylococcus 
(Aureus). 

Staphylococcus Toxoid. Streptococcus 
Toxin, and Bacterial Vaccine made from 
Staphylococcus (Aureus), Streptococcus 
(Hemolyticus), Pneumococcus, Hemo¬ 
philus influenzae. 

Streptococcus Erythrogenic Toxin- 

Streptokinase _*- 

Streptokinase-Streptodornase - 


Tetanus and Diphtheria Toxoids Ad¬ 
sorbed (For Adult Use). 

Tetanus and Gas Gangrene Polyvalent 
Antitoxin. 

Tetanus Immune Globulin (Human)- 

Tetanus Antitoxin__ 


Tetanus Toxoid--- 

Tetanus Toxoid Adsorbed- 

Tetanus Toxoid and Pertussis Vaccine— 

Thrombin ___ 

Trichinella Extract—- 

Tuberculin_ 


Typhoid and Paratyphoid Vaccine. 

Typhoid Vaccine- 

Typhus Vaccine_ 

Vibrlon Septique Antitoxin- 

Whole Blood (Human) 9 collected in 


Yellow Fever Vaccine. 


Two years (6* C., one year). 
Eighteen months (5° C., one year). 


Eighteen months (5° C., one year). 


One year (5° C.. one year). 


One year (5° C.. one year). 

Eighteen months. 

Dried: Two years (5* C., one year). 

Tablets: Eighteen months, provided labeling 
recommends storage at no warmer than 30* 
C. (5° C., six months). 

Two years (5 a C., one year). 

Five years with an initial 20 percent excess of 
potency. 

Three years with an initial 10 percent excess of 
potency (5* C., one year). 

Liquid: Five years with an initial 20 percent 
excess of potency. 

Dried: Five years with an initial 10 percent ex¬ 
cess of potency. 

Two years (5* C., one year). 

Two years (6° C., one year). 

Eighteen months (5* C.. one year). 

Three years. 

Eighteen months (5* C.. one year). 

Old, concentrated: Containing 50 percent glyc¬ 
erin, five years. 

Old diluted: One year. 

Purified Protein Derivative, concentrated: Two 
years containing 50 percent glycerin (5* C., 
one year). 

Purified Protein Derivative, diluted: One year. 
§ 73.850 does not apply. 

Purified Protein Derivative, dried: Five years. 

Old. dried on multiple puncture device: Two 
years, provided labeling recommends storage 
at no warmer than 30* C. (30* C.. one year). 

Eighteen months (5* C.. one year). 

Eighteen months (5* C., one year). 

Eighteen months (5* C.. one year). 

Five years with an Initial 20 percent excess of 
potency. 

(a) ACD solution—Twenty-one days, provided 

labeling recommends storage between 1* and 
10° C. § 73.850 does not apply. * 

(b) Heparin solution—Forty-eight hours, pro¬ 
vided labeling recommends storage between 
1° and 10* C. § 73.850 does not apply. 

(c) CPD solution—Twenty-one days, provided 
labeling recommends storage between 1* and 
10° C. § 73.850 does not apply. 

One year, provided labeling recommends storage 
at no warmer than 5* C. (—20* C., one year). 


Note: Changes in labeling necessitated by changes of proper names in this section pub¬ 
lished at 35 F.R. 4941 shall be effective when the manufacturer’s current supply of labels has 
been exhausted or March 21,1971. whichever first occurs. 


Subpart B—Additional Standards for 
Viral Vaccines 

Poliomyelitis Vaccine 
§ 73.1000 The product. 

(a) Proper name and definition. The 
proper name of this product shall be 
‘‘Poliomyelitis Vaccine”, which shall 
consist of an aqueous preparation of 
poliovirus types 1, 2. and 3. grown in 
monkey kidney tissue cultures, inacti¬ 
vated by a suitable method. 

(b) Strains of virus. Strains of polio¬ 
virus used in the manufacture of vaccine 
shall be identified by historical records, 
infectivity tests and immunological 
methods. Any strain of virus may be used 


that produces a vaccine meeting the re¬ 
quirements of §§73.1001, 73.1002. and 73.- 
1003, but the Director. National Insti¬ 
tutes of Health may from time to time 
prohibit the use of any specific strain 
whenever he finds that it is practicable 
to use another strain of the same type 
that is potentially less pathogenic to man 
and that will produce a vaccine of at 
least equivalent safety and potency. 

(c) Monkeys; species permissible as 
source of kidney tissue. Only Macaca or 
Cercopithecus monkeys, or a species 
found by the Director, Division of Bio¬ 
logies Standards, to be equally suitable, 
which have met all requirements of 
§§ 73.501(f) C2) and 73.501(f) (8) shall be 


used as a source of kidney tissue for the 
manufacture of Poliomyelitis Vaccine. 

§ 73.1001 Manufacture. 

(a) Cultivation of virus. Virus for 
manufacturing vaccine shall be grown 
with aseptic techniques in monkey kid¬ 
ney cell cultures. Suitable antibiotics in 
the minimum concentration required 
may be used (§ 73.790(c)). 

(b) Filtration. Within 72 hours pre¬ 
ceding the beginning of Inactivation, the 
virus suspensions shall be filtered or 
clarified by a method having an efficiency 
equivalent to that of filtration through 
an SI Seitz type filter pad. 

(c) Virus titer . The 50 percent end¬ 
point (TCID 50 ) of the virus fluids after 
filtration shall be 10“ or greater as con¬ 
firmed by comparison in a simultaneous 
test (using groups of 10 tubes at 1 log 
steps or groups of 5 tubes at 0.5 log steps) 
with a reference virus distributed by the 
Division of Biologies Standards. Accept¬ 
able titrations of the reference virus 
shall not vary more than :t0.5 logio from 
its labeled titer using 0.5 milliliter inocu¬ 
lum in tissue culture. 

(d) Inactivation of virus. The virus 
shall be inactivated, as evidenced by the 
tests prescribed in § 73.1002, through the 
use of an agent or method which has 
been demonstrated to be consistently 
effective in the hands of the manufac¬ 
turer in inactivating a series of lots of 
poliovirus. If formaldehyde is used for 
inactivation, it shall be added to the 
virus suspension to a final concentration 
of U.S.P. solution of formaldehyde of 
1:4000, and the inactivation conducted 
under controlled conditions of pH and 
time, at a temperature of 36° to 38° C. 
Three or more virus titers, suitably 
spaced to indicate rate of inactivation, 
shall be determined during the inactiva¬ 
tion process. Filtration equivalent to 
that described in paragraph (b) of this 
section shall be performed after the esti¬ 
mated baseline time (time at which the 
50 percent end-point reaches one tissue 
culture infective dose per milliliter), but 
prior to sampling for the first single 
strain tissue culture test required in 
§ 73.1002(b), except that this filtration 
may be omitted for strains of a virulence 
for monkeys equal to or less than that 
of the MEF-1 Type 2 strain of poliovirus. 

(e) Additional processing. Single 
strain or trivalent pools that have failed 
to pass safety tests prescribed in § 73 - 
1002 (b), (c), or (e) may be treated as 
follows: 

(1) Filtration or clarification by a 
method having an efficiency equivalent 
to that of filtration through an SI Seitz 
type filter pad. 

(2) Negative tests performed as de¬ 
scribed in § 73.1002 (b) and (c) must be 
obtained on each of two successive 
samples taken so as to be separated by 
an interval of at least 3 days while the 
material is being subjected to treatment 
with 1: 4000 U.S.P. formaldehyde solu¬ 
tion and heat at 36* to 38° C. The first 
sample may be taken before incubation 
is begun and the second sample shall be 
taken after the incubation of at least 
3 days is completed. For both single 
strain and trivalent pools the volume 
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tested for each tissue culture safety test 
shall be equivalent to at least 1,500 
human doses. 

(3) Pools which are positive following 
such additional processing shall not be 
used for the manufacture of poliomyelitis 
vaccine. 

(f) Supplemental inactivation. Sup¬ 
plemental inactivation employing a 
method capable of reducing the titer of 
a similarly produced virus suspension by 
a factor of 10'* may be applied at any 
point after the filtration step described in 
paragraph (d) or (e)(1) of this section. 

§ 73.1002 Tesla for safety. 

In the manufacture of the product, the 
following tests relating to safety shall 
be conducted by the manufacturer. 

(a) The virus pool — tests prior to in¬ 
activation —(1) B virus and Mycobacte¬ 
rium tuberculosis. Prior to inactivation, 
each individual virus harvest or virus 
pool shall be tested for the presence of 
B virus and Mycobacterium tuberculosis. 

(2) SV-40. Prior to inactivation, the 
material shall be tested for the presence 
of SV-40 as follows (or by any other test 
producing equally reliable results): A 
sample of at least 5 ml. from the virus 
harvest or virus pool shall be neutralized 
by high titer specific antiserum of other 
than primate origin. A similar sample 
from the pool of tissue culture fluids 
from control vessels representing the tis¬ 
sue from which the virus was prepared 
may be tested in place of the virus sam- 
ple/The sample shall be tested in primary 
cercopithecus tissue cultures or in a cell 
line demonstrated as at least equally 
susceptible to SV-40. Each tissue culture 
system shall be observed for at least 14 
days and at the end of the observation 
period at least one subculture of fluid 
shall be made in the same tissue culture 
system and the subculture shall be ob¬ 
served for at least 14 days. 

(3) Test results. The virus harvest or 
virus pool is satisfactory for poliomyelitis 
vaccine only if the tests produce no evi¬ 
dence of the presence of B virus, Myco¬ 
bacterium tuberculosis or SV-40. 

(b) Single strain pool tissue culture 
tests jor poliovirus . (1) Before pooling 
to make the final poliomyelitis vaccine, 
during inactivation at 36° to 38° C., two 
samples of each monovalent bulk strain 
pool shall be tested for the presence of 
virus by tissue culture methods, the sec¬ 
ond sample to be taken at least 3 days 
after taking the first sample. 

(2) Each sample shall be no smaller 
than the equivalent of 1,500 human doses 
and shall be subjected to the complete 
testing process and each test shall be 
performed on a different monkey kidney 
tissue culture cell preparation. The test 
sample for one of these tests may be 
used also for the test prescribed in 
§ 73.1002(f) , provided the cell cultures 
used have been demonstrated as fully 
susceptible to SV-40 and poliovirus. Each 
sample shall be inoculated into five or 
more tissue culture bottles of a suitable 
capacity, the ratio of the vaccine to the 
nutrient fluid being approximately 1:1 
to 1:3, and the area of the surface 
growth of cells being at least 3 square 
centimeters per milliliter of sample. The 
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tissue culture bottles shall be observed 
for at least 14 days. 

(3) A first subculture shall be made 
at the end of 7 days from date of in¬ 
oculation by planting at least 2 percent 
of the volume from each original bottle 
into suitable tissue culture vessels, fol¬ 
lowed by refeeding. 

(4) A second subculture shall be made 
from each original bottle in the same 
manner at the end of 14 days from date 
of inoculation. 

(5) Each of the first and second sub¬ 
cultures shall be observed for at least 
7 days. 

(6) If cytopathogenic effects occur 
either in the original bottles of the two 
tests or in the subcultures from them, 
or if cellular degeneration appears in the 
original bottles or in the subcultures be¬ 
fore degeneration occurs in uninoculated 
cultures, the pool shall be held until the 
matter is resolved. If active poliovirus is 
indicated, the strain pool shall not be 
used for inclusion in a final vaccine un¬ 
less effectively reprocessed as described 
In § 73.1001 (e). If other viruses are pres¬ 
ent. the pool shall not be used unless it 
can be demonstrated that such viruses 
have originated from other than the 
strain pool being tested. 

(c) Trivalent vaccine pool tissue cul¬ 
ture test. No less than 1,500 human doses 
of the trivalent vaccine pool, without 
final preservative, prepared by pooling 
the three type pools, each of which has 
passed all tests prescribed in paragraph 
(b) of this section, shall be subjected to 
the complete tissue culture test pre¬ 
scribed in such paragraph (b) in at least 
two approximately equal tests in sepa¬ 
rate monkey kidney tissue culture prep¬ 
arations. This test sample may be used 
also for the test prescribed in § 73.1002 
(f) provided the cell cultures used have 
been demonstrated as fully susceptible to 
SV-40 and poliovirus. 

(d) Trivalent vaccine pool lympho¬ 
cytic choriomeningitis test. The final 
vaccine shall be shown to be free of 
lymphocytic choriomeningitis virus by 
intracerebral inoculation of the maxi¬ 
mum volume tolerated into 10 or more 
mice which shall be observed daily for 
at least 21 days and a negative test shall 
not be valid unless at least eight mice 
survive for this period. 

(e) Test in monkeys for active virus. 

(1) Vaccine from final containers selected 
at random from each filling of each lot 
shall be pooled to provide a test sample 
of at least 400 milliliters representing the 
various fillings. An equal volume of bulk 
vaccine may be substituted for test sam¬ 
ples from each filling lot provided the 
procedure has been approved by the Di¬ 
rector. Division of Biologies Standards. 

(2) A total of not less than 20 mon¬ 
keys shall be Inoculated with the test 
sample. A preinjection serum sample 
from each monkey must not contain 
neutralizing antibody against the three 
poliovirus types detectable in a dilution 
of 1:4 when tested against not more 
than 1.000 TCID™ of virus. At least 80 
percent of the test animals represent¬ 
ing each filling or each bulk sample must 
survive the test period without signifi¬ 
cant weight loss, except that if at least 
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60 percent of the test animals survive the 
first 48 hours after injection, those ani¬ 
mals which do not survive this 48-hour 
test period may be replaced by an equal 
number of test animals. At least 80 per¬ 
cent of the animals used in the test must 
show microscopic evidence of inoculation 
trauma in the lumbar region of the spinal 
cord, and gross or microscopic evidence 
of Inoculation trauma in the thalamic 
area. If less than 60 percent of the test 
animals survive the first 48 hours, or if 
less than 80 percent of the animals fail 
to meet the other criteria prescribed in 
this section, the test must be repeated. 

(3) Vaccines shall be injected by com¬ 
bined intracerebral, intraspinal, and 
intramuscular routes into Macaca or 
Cercopithecus monkeys or a species 
found by the Director, Division of Bi¬ 
ologies Standards, to be equally suitable 
for the purpose. The animals shall be in 
overt good health and injected under 
deep barbiturate anesthesia. The intra¬ 
cerebral injection shall consist of 0.5 
milliliter of test sample into the thalamic 
region of each hemisphere. The intra¬ 
spinal injection shall consist of 0.5 milli¬ 
liter of concentrated test sample into the 
lumbar spinal cord enlargement, the 
test sample to be concentrated 100 
fold in the ultracentrifuge by a method 
demonstrated to recover at least 90 per¬ 
cent of the virus particles in the sedi¬ 
ment after it has been resuspended in 
the same lot of unconcentrated test sam¬ 
ple. The intramuscular injection shall 
consist of 1.0 milliliter of test sample 
into the right leg muscles. At the same 
time, 200 milligrams of cortisone acetate 
shall be injected into the left leg muscles, 
and 1.0 milliliter of procaine pencillin 
(300,000 units) into the right arm mus¬ 
cles. The monkeys shall be observed for 
17 to 19 days and signs suggestive of 
poliomyelitis shall be recorded. 

(4) At the end of the observation pe¬ 
riod, samples of cerebral cortex and of 
cervical and lumbar spinal cord enlarge¬ 
ments shall be taken for virus recovery 
and identification. Histological sections 
shall be prepared from both spinal cord 
enlargements and examined. 

(5) Doubtful histopathological find¬ 
ings necessitate (i) examination of a 
sample of sections from several regions 
of the brain in question, and (ii) at¬ 
tempts at virus recovery from the nerv¬ 
ous tissues previously removed from the 
animal. The test results must be nega¬ 
tive. Test results are negative if the 
histological and other studies leave no 
doubt that poliomyelitis infection did 
not occur. 

(f) Tissue culture safety test for SV- 
40. At least 500 human doses of each 
monovalent or trivalent pool of vaccine 
shall be tested for the presence of SV-40 
using primary cercopithecus monkey tis¬ 
sue cultures or using a cell line demon¬ 
strated as at least equally susceptible to 
SV-40. The test shall be conducted as 
described in § 73.1002(b). except for the 
volume of test sample and except that 
one subculture of at least 2 percent of 
the volume of the fluids shall be made 
no less than 14 days from the date of 
Inoculation and examined for at least 14 
days from the date of subinoculation. 
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The vaccine is satisfactory only if there 
Is no evidence of the presence of SV-40 
in any of the cultures or subcultures. 

§ 73.1003 Potency teM. 

Each lot of vaccine shall be subjected 
to a potency test which permits an esti¬ 
mation of the antigenic capacity of the 
vaccine. This is done by means of a simul¬ 
taneous comparison of the serum anti¬ 
body levels produced in monkeys by the 
vaccine under test with the antibody 
level of the reference serum distributed 
by the Division of Biologies Standards. 
The potency test shall be performed on 
samples taken after all final processing 
of the product has been completed, in¬ 
cluding addition of preservative, except 
that when the final product contains ma¬ 
terial having an adjuvant effect an 
additional test shall be performed with 
a sample taken before the addition of the 
adjuvant material. The volume of the 
test sample for the additional test shall 
be adjusted to the equivalent volume of 
poliomyelitis vaccine in the final product. 
The test shall be conducted as follows: 

(a) Inoculation of monkeys. A group 
of 12 or more Macaca monkeys, or a spe¬ 
cies found by the Director. Division of 
Biologies Standards, to be equally suit¬ 
able for the purpose, shall be used. Ani¬ 
mals shall weigh between 4 and 8 pounds 
and shall be in overt good health. Ani¬ 
mals that become ill and remain ill 
during the course of immunization shall 
be excluded from the group. The test 
shall not be valid unless at least 10 
animals survive the test period and their 
preinoculation serum antibody levels are 
as prescribed in paragraph (d) of this 
section. The test vaccine shall be given 
intramuscularly to each monkey in 3 
doses at 7-day intervals, each dose to be 
the recommended individual human 
dose. Only undiluted vaccine shall be 
used. 

(b) Serum samples. A blood sample 
shall be taken from each monkey prior 
to vaccination and then again 7 days 
after the last injection. Serum shall be 
separated aseptically, and stored under 
refrigeration. 

(c) Serum-virus neutralization test. 
The titers of individual monkey serums 
shall be determined in comparison with 
the reference serum in tests designed to 
include controls for all the variables 
of significance including the following: 

(1) Serum toxicity control; 

(2) Cell control and cell titration; 

(3) Virus titration control (at least 4 
tubes for each dilution at 0.5 log steps); 
and 

(4) Serum controls using type-specific 
serums to identify the type of virus used 
in the neutralization test. 

(d) Interpretation of the test. Animals 
showing preinoculation titers of 1:4 or 
over when tested against not more than 
1,000 TCIDso of virus, shall be excluded 
from the test. The geometric mean titer 
of antibody induced in the monkeys sur¬ 
viving the course of immunization and 
bleeding, shall be calculated. A compari¬ 
son of the value so obtained shall be 
made with the value for the reference 
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serum that was tested simultaneously 
and expressed as the ratio between the 
geometric mean titer value of the serums 
under test and the mean titer value of 
the reference serum. 

(e) Potency requirements. A lot of 
vaccine tested against the reference 
serum shall be satisfactory if the geo¬ 
metric mean value of the group of indi¬ 
vidual monkey serums representing the 
lot of vaccine tested is at least 1.29 times 
the mean value of the reference serum 
for Type 1. at least 1.13 times for Type 2. 
and at least 0.72 times for Tvoe 3. 

§73.1004- General requirements. 

(a) Consistency of manufacture. No 
lot of final vaccine shall be released un¬ 
less it is one of a series of five consecu¬ 
tive lots produced by the same manufac¬ 
turing process, all of which have shown 
negative results with respect to all tests 
for the presence of live poliovirus, and 
unless each of the monovalent pools of 
which a polyvalent final vaccine is com¬ 
posed similarly is one of a series of five 
consecutive monovalent pools of the 
same type of inactivated poliovirus, all 
of which have shown negative results in 
all tests for the presence of live polio¬ 
virus. 

(b) Dose. These additional standards 
are based on a human dose of 1.0 milli¬ 
liter for a single injection and a total 
human immunizing dose of three injec¬ 
tions of 1.0 milliliter given at appropriate 
Intervals. 

(c) Samples and protocols. For each 
lot of vaccine, the following material 
shall be submitted to the Director, Divi¬ 
sion of Biologies Standards, National 
Institutes of Health, Bethesda, Md. 
20014: 

(1) A 2,500 milliliter sample, neutral¬ 
ized, not dialyzed, and without final 
preservative, taken at the latest possible 
stage of manufacturing before the addi¬ 
tion of such preservative. 

(2) A 200 milliliter bulk sample of the 
final vaccine containing final preserva¬ 
tive. 

(3) A total of not less than a 200 mil¬ 
liliter sample of the final vaccine in final 
labeled containers. 

(4) A protocol which consists of a 
summary of the history of manufacture 
of each lot including all results of each 
test for which test results are requested 
by the Director, Division of Biologies 
Standards. 

§ 73.1005 Equivalent methods. 

Modification of any particular man¬ 
ufacturing method or procedure or the 
conditions under which it is conducted 
as set forth in the additional standards 
relating to poliomyelitis vaccine 
(§§ 73.1000 to 73.1004, inclusive) shall be 
permitted whenever the manufacturer 
presents evidence to demonstrate that 
such modification will provide equal or 
greater assurances of the safety, purity 
and potency of the vaccine as the assur¬ 
ances provided by such standards, and 
the Director, National Institutes of 
Health so finds and makes such finding 
a matter of official record. 


Poliovirus Vaccine, Live, Oral 
§ 73.1020 The product. 

(a) Proper name and definition. The 
proper name of tills product shall be 
“Poliovirus Vaccine, Live, Oral”, fol¬ 
lowed by a designation of the form In 
which the vaccine is distributed by the 
manufacturer. The vaccine shall be a 
preparation of one or more live, attenu¬ 
ated polioviruses grown in monkey kid¬ 
ney cell cultures, prepared in a form 
suitable for oral administration. 

(b) Criteria for acceptable strains and 
acceptable seed virus. (1) Strains of at¬ 
tenuated poliovirus Types 1, 2, and 3 used 
in the manufacture of the vaccine shall 
be identified by: (1) Historical records 
including origin and techniques of at¬ 
tenuation, (il) antigenic properties, (ill) 
neurovirulence for monkeys, (iv) patho¬ 
genicity for other animals and tissue cul¬ 
tures of various cell types, and (v) es¬ 
tablished virus markers including rct/40, 
d, and other markers shown to be asso¬ 
ciated with strain virulence. 

(2) Poliovirus strains shall not be used 
in the manufacture of Poliovirus Vac¬ 
cine, Live, Oral, unless, (i) data are sub¬ 
mitted to the Director, National Insti¬ 
tutes of Health which establish that each 
such strain is free of harmful effect upon 
administration in the recommended dos¬ 
age to at least 1 million people suscep¬ 
tible to poliomyelitis, under circum¬ 
stances where adequate epidemiological 
surveillance of neurological illness has 
been maintained, and, (ii) each such 
strain produces a vaccine meeting the 
safety and potency requirements of 
§§ 73.1024<b>, 73.1025, and 73.1027. Sus¬ 
ceptibility shall be demonstrated by 
blood tests, stool examinations and other 
appropriate methods. 

(3) Each seed virus used in manufac¬ 
ture shall be demonstrated to be free 
of extraneous microbial agents. 

(4) No seed virus shall be used for the 
manufacture of poliovirus vaccine unless 
its neurovirulence in Macaca monkeys 
is no greater than that of the Reference 
Attenuated Poliovirus distributed by the 
Division of Biologies Standards. The 
neurovirulence of the seed virus shall be 
demonstrated by the following tests to be 
performed by the manufacturer: (i) The 
test prescribed in § 73.1024(b) (1) using 
seed virus as test material in place of 
monovalent virus pool material and (ID 
the following comparative intramuscular 
neurovirulence test: Each of at least 10 
monkeys shall be injected with a total 
of 5.0 ml. of the seed virus under test in 
one or more proximate locations of either 
a gluteus or gastrocnemius muscle. Simi¬ 
lar injections shall be made in another 
group of 10 monkeys using the Reference 
Attenuated Poliovirus. Each monkey 
shall be injected intramuscularly with 
no less than 10 7 7 TCED*, of viral inocu¬ 
lum. All monkeys shall be observed for 
17 to 21 days and a comparative evalua¬ 
tion shall be made of the evidence of 
neurovirulence of the virus under test 
and the Reference Attenuated Polio¬ 
virus, as prescribed in § 73.1024(b) u 
(Hi). 
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(5) Subsequent and identical neuro¬ 
virulence tests shall be performed in 
monkeys whenever there is evidence of a 
change in the neurovirulence of the pro¬ 
duction virus, upon introduction of a new 
production seed lot, and as often as 
necessary otherwise to establish to the 
satisfaction of the Director, National In¬ 
stitutes of Health that the seed virus 
strains for vaccine manufacture have 
maintained their neurovirulence prop¬ 
erties as set forth in § 73.1024(b) (1) (iii). 

(6) The Director. National Institutes 
of Health may, from time to time, pro¬ 
hibit the use of a specified strain when¬ 
ever he finds it is practicable to use 
another strain of the same type which 
is potentially less pathogenic for man, 
and that it will produce a vaccine of 
greater safety and of at least equivalent 
potency, 

§ 73.1021 Reference strains. 

The following reference viruses shall 
be obtained from the Division of Bio¬ 
logies Standards. 

Reference Poliovirus, Live. Attenuated, 
Type 1. as a control for correlation of virus 
titers in tissue cultures. 

Reference Poliovirus, Live, Attenuated, 
Type 2. as a control for correlation of virus 
titers in tissue cultures. 

Reference Poliovirus, Live, Attenuated, 
Type 3, as a control for correlation of virus 
titers in tissue cultures. 

Reference Attenuated Poliovirus. Type 1. 
as a control for correlation of monkey neuro- 
virulence tests. 

§ 73.1022 Animal source; quarantine; 
personnel. 

(a) Monkeys —(1) Species permissible 
as source of kidney tissue. Only Macaca 
or Cercopithecus monkeys, or a species 
found by the Director, Division of Bio¬ 
logies Standards, to be equally suitable, 
which have met all the requirements of 
§§ 73.501(f) (2) and 73.501(f) (8) shall be 
used as the source of kidney tissue for 
the manufacture of Poliovirus Vaccine, 
Live, Oral. 

(2) Experimental and test monkeys. 
Monkeys that have been used previously 
for experimental or test purposes shall 
not be used as a source of kidney tissue 
in the processing of vaccine. 

(3) Quarantine; additional require¬ 
ments. Excluding deaths from accidents 
or causes not due to infectious diseases, 
if the death rate of any group of mon¬ 
keys being conditioned in accordance 
with § 73.501(f) (2) exceeds 5 percent per 
month, the remaining monkeys may be 
used for the manufacture of Poliovirus 
Vaccine only if they survive a new quar¬ 
antine period. 

(b) Personnel. All possible steps shall 
be taken to insure that personnel in¬ 
volved in processing the vaccine are im¬ 
mune to poliovirus in order to minimize 
the possibility that they may become 
excretors of poliovirus. 

§73.1023 Manufacture. 

(a) Primary cell cultures. Only pri¬ 
mary monkey kidney tissue cultures may 
be used in the manufacture of poliovirus 
vaccine. Continuous line cells shall not 
be introduced or propagated in vaccine 
manufacturing areas. 


(b) Virus passages. Virus in the final 
vaccine shall represent no more than 
five tissue culture passages from the 
original strain, each of which shall have 
met the criteria of acceptability pre¬ 
scribed in § 73.1020(b). 

(c) Identification of processed kidneys. 
The kidneys from each monkey shall be 
processed and the viral fluid resulting 
therefrom shall be identified as a sep¬ 
arate monovalent harvest and kept sep¬ 
arately from other monovalent harvests 
until all samples for the tests prescribed 
in the following paragraph relating to 
that pair of kidneys shall have been 
withdrawn from the harvest. 

(d) Monkey kidney tissue production 
vessels prior to virus inoculation. Prior 
to inoculation with the seed virus, the 
tissue culture growth in vessels repre¬ 
senting each pair of kidneys shall be 
examined microscopically for evidence of 
cell degeneration at least 3 days after 
complete formation of the tissue sheet. 
If such evidence is observed, the tissue 
cultures from that pair of kidneys shall 
not be used for poliovirus vaccine manu¬ 
facture. To test the tissue found free of 
cell degeneration for further evidence of 
freedom from demonstrable viable mi¬ 
crobial agents, the fluid shall be removed 
from the cell cultures Immediately prior 
to virus inoculation and tested in each of 
four culture systems; (1) Macaca mon¬ 
key kidney cells. (2) Cercopithecus mon¬ 
key kidney cells, (3) primary rabbit 
kidney cells, and (4) human cells from 
one of the systems described in § 73.1024 
(a)(6), in the following manner; Ali¬ 
quots of fluid from each vessel shall be 
pooled and at least 10 ml. of the pool 
inoculated into each system, with ratios 
of inoculum to medium being 1: 1 to 1: 3 
and with the area of surface growth of 
cells at least 3 square centimeters per 
milliliter of test inoculum. The cultures 
shall be observed for at least 14 days. At 
the end of the observation period, at 
least one subculture of fluid from the 
Cercopithecus monkey kidney cell cul¬ 
tures shall be made in the same tissue 
culture system and the subculture shall 
be observed for at least 14 days. If these 
tests indicate the presence in the tissue 
culture preparation of any viable mi¬ 
crobial agent the tissue cultures so impli¬ 
cated shall not be used for poliovirus 
vaccine manufacture. 

(e) Control vessels. Before inoculation 
with seed virus, sufficient tissue culture 
vessels to represent at least 25 percent of 
the cell suspension from each pair of 
kidneys shall be set aside as controls. The 
control vessels shall be examined micro¬ 
scopically for cell degeneration for an 
additional 14 days. The cell fluids from 
such control vessels shall be tested, both 
at the time of virus harvest and at the 
end of the additional observation period, 
by the same method prescribed for test¬ 
ing of fluids in paragraph (d) of this sec¬ 
tion. In addition, the cell sheet in each 
control vessel shall be examined for pres¬ 
ence of hemadsorption viruses by the ad¬ 
dition of guinea pig red blood cells. 

(f) Virus harvest; interpretation of 
test results. If the tissue culture in less 
than 80 percent of the control vessels is 
not free of cell degeneration at the end of 


the observation period, no tissue from the 
kidneys implicated shall be used for po¬ 
liovirus vaccine manufacture. If the test 
results of the control vessels indicate the 
presence of any extraneous agent at the 
time of virus harvest, the entire virus 
harvest from that tissue culture prepara¬ 
tion shall not be used for poliovirus vac¬ 
cine manufacture. If any of the tests or 
observations described in paragraph (d) 
or (e) of this section demonstrate the 
presence in the tissue culture prepara¬ 
tion of any microbial agent known to be 
capable of producing human disease, the 
virus grown in such tissue culture prep¬ 
aration shall not be used for poliovirus 
vaccine manufacture. 

(g) Kidney tissue production vessels 
after virus inoculation — temperature. 
After virus Inoculation, production ves¬ 
sels shall be maintained at a temperature 
not to exceed 35.0° C. during the course 
of virus propagation. 

(h) Kidney tissue virus harvests. Virus 
harvested from vessels containing the 
kidney tissue from one monkey may con¬ 
stitute a monovalent virus pool and be 
tested separately, or viral harvests from 
more than one pair of kidneys may be 
combined, identified and tested as a 
monovalent pool. Each pool shall be 
mixed thoroughly and samples with¬ 
drawn for testing as prescribed in 5 73- 
1024(a). The samples shall be withdrawn 
immediately after harvesting and prior 
to further processing, except that sam¬ 
ples of test materials frozen immediately 
after harvesting and maintained at 
—60° C. or below, may be tested upon 
thawing, provided no more than one 
freeze-thaw cycle is employed. 

(i) Filtration. After harvesting and 
removal of samples for the safety tests 
prescribed in § 73.1024(a), the pool shall 
be passed through sterile filters having 
a sufficiently small porosity to assure 
bacteriologically sterile filtrates. 

§ 73.1021 Test for safely. 

(a) Tests prior to filtration. Monova¬ 
lent virus pools shall contain no demon¬ 
strable viable microbial agent other than 
the attenuated live polioviruses intended. 
The vaccine shall be tested for the ab¬ 
sence of adventitious and other infec¬ 
tious agents including polioviruses of 
other types or strains, simian agents, 
Mycobacterium tuberculosis, pox viruses, 
lymphocytic choriomeningitis virus, 
Echo viruses, Coxsackle viruses, and B 
virus. Testing of each monovalent pool 
shall include the following procedures: 

(1) Inoculation of rabbits. A minimum 
of 100 ml. of each monovalent virus pool 
shall be tested by inoculation into at 
least 10 healthy rabbits, each weighing 
1,500-2,500 grams. Each rabbit shall be 
injected intradermally in multiple sites, 
with a total of 1.0 ml. and subcutane¬ 
ously with 9.0 ml., of the viral pool, and 
the animals observed for at least 3 weeks. 
Each rabbit that dies after the first 24 
hours of the test or is sacrificed because 
of illness shall be necropsied and the 
brain and organs removed and exam¬ 
ined. The virus pool may be used for 
poliovirus vaccine only if at least 80 
percent of the rabbits remain healthy 
and survive the entire period and if all 
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the rabbits used in the test fail to show 
lesions of any kind at the sites of inocu¬ 
lation and fail to show evidence of 
B virus or any other viral Infection. 

(2) Inoculation of adult mice. Each of 
at least 20 adult mice, each weighing 
15-20 grams, shall be inoculated intra- 
peritoneally with 0.5 ml. and intracere- 
brally with 0.03 ml. of each monovalent 
virus pool to be tested. The mice shall be 
observed for 21 days. Each mouse that 
dies after the first 24 hours of the test, 
or is sacrificed because of illness, shall be 
necropsied and examined for evidence 
of viral infection by direct observation 
and subinoculation of appropriate tissue 
into at least five additional mice which 
shall be observed for 21 days. The mono¬ 
valent virus pool may be used for polio¬ 
virus vaccine only if at least 80 percent 
of the mice remain healthy and survive 
the entire period and if all the mice used 
in the test fail to show evidence of lym¬ 
phocytic choriomeningitis virus or other 
viral infection. 

(3) Inoculation of suckling mice. Each 
of at least 20 suckling mice less than 24 
hours old. shall be inoculated intracere- 
brally with 0.01 ml. and intraperitone- 
ally with 0.1 ml. of the monovalent virus 
pool to be tested. The mice shall be ob¬ 
served daily for at least 14 days. Each 
mouse that dies after the first 24 hours 
of the test, or is sacrificed because of 
illness, shall be necropsied and all areas 
examined for evidence of viral infection. 
Such examination shall include subinoc¬ 
ulation of appropriate tissue suspen¬ 
sions into an additional group of at least 
five suckling mice by the intracerebral 
and intraperitoneal routes and observed 
daily for 14 days. In addition, a blind 
passage shall be made of a single pool 
of the emulsified tissue (minus skin and 
viscera) of all mice surviving the original 
14-day test. The virus pool under test is 
satisfactory for poliovirus vaccine only 
if at least 80 percent of the mice remain 
healthy and survive the entire period 
and if all the mice used in the test fall 
to show evidence of Coxsackie or other 
viral infection. 

(4) Inoculation of guinea pigs. Each 
of at least five guinea pigs, each weighing 
350-450 grams, shall be inoculated intra- 
cerebrally with 0.1 ml. and intraperi- 
toneally with 5.0 ml. of the monovalent 
virus pool to be tested. The animals shall 
be observed for at least 42 days and dally 
rectal temperatures recorded for the last 
3 weeks of the test. Each animal that 
dies after the first 24 hours of the test, 
or is sacrificed because of illness, shall 
be necropsied and its tissues shall be 
examined both microscopically and cul¬ 
turally for evidence of tubercle bacilli, 
and by passage of tissue suspensions into 
at least three other guinea pigs by the 
intracerebral and intraperitoneal routes 
of inoculation for evidence of viral in¬ 
fection. If clinical signs suggest infection 
with lymphocytic choriomeningitis virus, 
serological tests shall be performed on 
blood samples of the test guinea pigs to 
confirm the clinical observations. Ani¬ 
mals that die or are sacrificed during the 
first 3 weeks after inoculation with polio¬ 
virus shall be examined for infection 
with lymphocytic choriomeningitis virus. 
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Animals that die in the final 3 weeks shall 
be examined both microscopically and 
culturally for Mycobacterium tubercu¬ 
losis. The monovalent virus pool is satis¬ 
factory for poliovirus vaccine only if at 
least 80 percent of all animals remain 
healthy and survive the observation pe¬ 
riod and if all the animals used in the 
test fail to show evidence of infection 
with Mycobacterium tuberculosis, or any 
viral infection. 

(5) Inoculation of monkey kidney t i$- 
sue cultures . At least 500 doses or 50 ml., 
whichever represents a greater volume of 
virus, of each undiluted monovalent 
virus pool, or in equal proportions from 
individual harvests or subpools, shall be 
tested for simiam viruses in Macaca, and 
the same volume in Cercopithecus. mon¬ 
key kidney tissue cultures, in a ratio of 
inoculum to medium of from 1: 1 to 1: 3, 
and with the area of surface growth of 
cells at least 3 square centimeters per 
milliliter of test inoculum, after neutrali¬ 
zation of the poliovirus by high titer 
specific antiserum of nonprimate origin. 
The immunizing antigens used for the 
preparation of antisera shall be grown 
in a human tissue culture cell line. The 
cultures shall be observed for no less 
than 14 days. At the end of the observa¬ 
tion period at least one subculture of 
fluid from the Cercopithecus kidney cell 
culture shall be made in the same tissue 
culture system and the subculture shall 
be observed for at least 14 days. The 
monovalent virus pool is satisfactory for 
poliovirus vaccine only if all the tissue 
cultures fail to show evidence of the 
presence of simian viruses or any other 
viral infection. 

(6) Inoculation of human cell cultures. 
At least 500 doses or 50 ml., whichever 
represents a greater volume of virus, 
taken from either a single monovalent 
pool, or in equal proportions from indi¬ 
vidual harvests or subpools, shall be 
tested in a ratio of inoculum to medium 
of 1:1 to 1:3, and with the area of surface 
growth of cells at least 3 square centi¬ 
meters per milliliter of test inoculum, 
for the presence of measles virus in either 

(i) primary human amnion cells, <il) 
primary human kidney cells, or (iii) any 
other cell system of comparable sus¬ 
ceptibility to unmodified measles virus. 
The test material shall be neutralized 
with poliovirus antiserum of other than 
primate origin if the tissue culture cell 
system used is susceptible to poliovirus. 
The culture shall be observed for no less 
than 14 days. The monovalent virus pool 
is satisfactory for poliovirus vaccine only 
if all tissue cultures fail to show evi¬ 
dence of the presence of measles virus or 
any other viral infection. 

(7) Inoculation of rabbit kidney tissue 
cultures. At least 500 ml. of virus pool 
taken from either a single monovalent 
pool, or in equal proportions from indi¬ 
vidual harvests or subpools, shall be 
tested in a ratio of inoculum to medium 
of from 1:1 to 1:3, and with the area of 
surface growth of cells at least 3 square 
centimeters per milliliter of test inocu¬ 
lum, in primary rabbit kidney tissue cul¬ 
ture preparations for evidence of B virus. 
The culture shall be observed for no less 
than 14 days. The monovalent virus pool 


is satisfactory for poliovirus vaccine only 
if all tissue cultures fail to show evidence 
of the presence of B virus. 

(b) Tests after filtration. The following 
tests relating to safety shall be per¬ 
formed after the filtration process, on 
each monovalent virus pool or on each 
multiple thereof (monovalent lot): 

(1) Neurovirulence in monkeys. Each 
monovalent virus pool or monovalent lot 
shall be tested in comparison with the 
Reference Attenuated Poliovirus for 
neurovirulence in Macaca mulatta 
(rhesus) monkeys by both the intra- 
thalamic and intraspinal routes of injec¬ 
tion. A preinjection serum sample ob¬ 
tained from each monkey must be shown 
to contain no neutralizing antibody in a 
dilution of 1: 4 when tested against no 
more than 1,000 TCID» of each of the 
three types of poliovirus. The neuro¬ 
virulence tests are not valid unless the 
sample contains at least 10 7 *° TCID*, per 
ml. when titrated in comparison with the 
Reference Poliovirus, Live, Attenuated of 
the appropriate type. All monkeys shall 
be observed for 17 to 21 days, under the 
supervision of a qualified pathologist, 
physician or veterinarian, and any evi¬ 
dence of physical abnormalities indica¬ 
tive of poliomyelitis or other viral infec¬ 
tions shall be recorded. 

(i) Intrathalamic inoculation. Each of 
at least 30 monkeys shall be injected in- 
tracerebrally by placing 0.5 ml. of virus 
pool material into the thalamic region of 
each hemisphere. Comparative evalua¬ 
tions shall be made with the virus pool 
under test and the Reference Attenuated 
Poliovirus. Only monkeys that show evi¬ 
dence of inoculation into the thalamus 
shall be considered as having been in¬ 
jected satisfactorily. If on examination 
there is evidence of failure to inoculate 
virus pool material into the thalamus, 
additional monkeys may be inoculated in 
order to reestablish the minimum num¬ 
ber of 30 monkeys for the test. 

(ii) Intraspinal inoculation. Each of a 
group of at least five monkeys shall be 
injected intraspinally with 0.2 ml. of 
virus pool material containing at least 
10 T# TCIDao per ml. and each monkey in 
additional groups of at least five monkeys 
shall be injected intraspinally with 0.2 
ml of a 1:1,000 and 1:10,000 dilution re¬ 
spectively, of the same virus pool ma¬ 
terial. Comparative evaluations shall 
be made with the virus pool under 
test and the reference material. Only 
monkeys that show microscopic evidence 
of inoculation into the gray matter of the 
lumbar cord shall be considered as hav¬ 
ing been injected satisfactorily. If on ex¬ 
amination there is evidence of failure to 
inoculate intraspinally, additional ani¬ 
mals may be inoculated in order to re¬ 
establish the minimum number of five 
animals per group. 

(iii) Determination of neurovirulence. 
At the conclusion of the observation pe¬ 
riod comparative histopathological 
examinations shall be made of the lum¬ 
bar cord, cervical cord, lower medulla, 
upper medulla, mesencephalon and 
motor cortex of each monkey in the 
groups injected with virus under test 
and those injected with the Reference 
Attenuated Poliovirus, except that for 
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animals dying during the test period, 
these examinations shall be made im¬ 
mediately after death. If at least 60 per¬ 
cent of the animals of a group survive 
48 hours after inoculation, those animals 
which did not survive may be replaced 
by an equal number of animals tested as 
prescribed in paragraph (b)(1) of this 
section. If less than 60 percent of the 
animals of a group survive 48 hours after 
inoculation, the test must be repeated. 
At the conclusion of the observation the 
animals shall be examined to ascertain 
whether the distribution and histo¬ 
logical nature of the lesions are char¬ 
acteristics of poliovirus Infection. A 
comparative evaluation shall be made of 
the evidence of neurovirulence of the 
virus under test and the Reference At¬ 
tenuated Poliovirus with respect to (a) 
the number of animals showing lesions 
characteristic of poliovirus Infection, (b) 
the number of animals showing lesions 
other than those characteristic of polio¬ 
virus infection, (c) the severity of the 
lesions, (d) the degree of dissemination of 
the lesions, and (e) the rate of occurrence 
of paralysis not attributable to the me¬ 
chanical injury resulting from inocula¬ 
tion trauma. The virus pool under test 
is satisfactory for poliovirus vaccine only 
if at least 80 percent of the animals in 
each group survive the observation period 
and If a comparative analysis of the test 
results demonstrate that the neuroviru¬ 
lence of the test virus pool does not 
exceed that of the Reference Attenuated 
Poliovirus. 

(lv) Test with Reference Attenuated 
Poliovirus. The Reference Attenuated 
Poliovirus shall be tested as prescribed 
in § 73.1024(b) (1) (i) and (ii) at least 
once for every 10 production lots of vac¬ 
cine. except that the interval between 
the test of the reference and the test of 
any lot of vaccine shall not be greater 
than 3 months. The test procedure 
shall be considered acceptable only If 
lesions of poliomyelitis are seen in mon¬ 
keys inoculated with the reference ma¬ 
terial at a frequency statistically com¬ 
patible w r ith all previous tests with this 
preparation. 

(2) Test for virus titer . The concen¬ 
tration of living virus in each monova¬ 
lent virus pool or lot shall be determined, 
using the Reference Poliovirus Live, At¬ 
tenuated of the same type as a control. 
The test shall be a 50 percent end-point 
titration calculation (TCID^.), performed 
with either groups of 10 tubes at 1 log 
dilution steps or groups of five tubes of 
0.5 log dilution steps, or a test of demon¬ 
strated equivalent sensitivity. Acceptable 
titrations of the reference virus shall not 
vary more than ±0.5 log from its labeled 
titer. 

>3) Tests for In-Virto Markers. A test 
shall be performed on each monovalent 
virus pool or each monovalent lot result¬ 
ing therefrom, using the rct/40 Marker. 
A second test shall be performed using 
the d Marker or another marker method 
shown to be of value in identification of 
the attenuated strain. The test results 
shall demonstrate that the virus under 
test and the seed virus have substantially 
the same marker characteristics. 
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(i) rct/40 Marker. Attenuated strains 
which grow readily at 40° C. (±0.5* C.) 
are classified as rct/40 positive (+) in 
contrast to the rct/40 negative (—) 
strains which show an Increased growth 
of at least 100,000 fold at 36° C. over 
that obtained at 40° C. Comparative de¬ 
terminations shall be made in either tube 
or bottle cultures. 

(ii) d Marker. Attenuated strains 
which grow readily at low concentrations 
of bicarbonate under agar are classified 
as d positive (-f) in contrast to the d 
negative ( —) strains which exhibit de¬ 
layed growrth under the same conditions. 
The cultures shall be grown in a 36° C. 
incubator either in stoppered bottles or 
in plates in an environment of 5 percent 
CO* in air. 

§ 73.1025 Potency test. 

The concentration of live virus ex¬ 
pressed as TCIDsc of each type in the 
vaccine shall constitute the measure of 
its potency. The accuracy of the titra¬ 
tion to determine the concentration of 
live virus in the lot under test shall be 
confirmed by performing a titration writh 
the Reference Poliovirus, Live, Attenu¬ 
ated of the appropriate type as a check 
on titration technique. The concentra¬ 
tion of each type of live virus contained 
in the vaccine of the lot under test shall 
be between 200,000 and 500,000 TCEDm 
per human dose. 

§73.1026 General requirements. 

(a) Final container sterility test. The 
final container sterility test need not be 
performed provided aseptic techniques 
are used in the filling process. 

(b) Consistency of manufacture. No 
lot of vaccine shall be released unless 
each monovalent pool contained therein 
is one of a series of five consecutive pools 
of the same type, each pool having been 
manufactured by the same procedures, 
and each having met the criteria of 
neurovirulence for monkeys prescribed in 
§ 73.1024(b) (1), and of in-vitro markers 
prescribed in § 73.1024(b) (3). 

(c) Dose. The individual human dose 
of vaccine shall contain from 200,000 to 
500,000 TCIDbo of each type of virus in 
the final monovalent vaccine, and for 
polyvalent vaccine not more than 
1,000,000 TC EDcrt of Type 1 virus, 100,000 
to 200,000 TCTDao of Type 2 virus and 
200,000 to 500,000 TCID» of Type 3 virus. 

(d) Labeling. In addition to the items 
required by other applicable labeling 
provisions of this part, the final Container 
label shall bear a statement indicating 
that liquid vaccine may not be used for 
more than 7 days after opening the 
container. Labeling may include a state¬ 
ment indicating that for frozen vaccine 
a maximum of 10 freeze-thaw cycles is 
permissible provided the total cumulative 
duration of thaw does not exceed 24 
hours, and provided the temperature does 
not exceed 8° C. during the periods of 
thaw. 

(e) Samples and protocols. For each 
lot of vaccine, the follow T ing materials 
shall be submitted to the Director, Divi¬ 
sion of Biologies Standards, National 
Institutes of Health, Bethesda, Md. 
20014: 
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(1) A protocol which consists of a 
summary of the history of manufacture 
of each lot including all results of each 
test for which test results are requested 
by the Director, Division of Biologies 
Standards. 

(2) A 500 milliliter bulk sample of each 
final monovalent pool having a virus 
titer of no less than 10 7 B TCID 60 per milli¬ 
liter, except that if the titer is greater, a 
correspondingly smaller volume may be 
submitted. 

(3) A total of no less than 200 doses 
or no less than six final containers, 
whichever is the larger amount. 

§ 73.1027 Clinical trials to qualify for 
license. 

To qualify for license, the antigenicity 
of the vaccine shall have been deter¬ 
mined by clinical trials of adequate sta¬ 
tistical design. Such clinical trials shall 
be conducted with five consecutive lots 
of poliovirus vaccine which have been 
manufactured by the same methods, 
each of which has shown satisfactory re¬ 
sults in all prescribed tests. Type specific 
neutralizing antibody (from less than 
1:4 before vaccine treatment, to 1:16 or 
greater after treatment) shall be in¬ 
duced in 80 percent or more of sus- 
ceptibles when administered orally as a 
single dose, or in excess of 90 percent of 
susceptibles when administered orally 
after a series of doses. A separate clini¬ 
cal trial shall have been conducted for 
each monovalent and each polyvalent 
vaccine for which license application is 
made. 

§ 73.1028 Equivalent methods. 

Modification of any particular manu¬ 
facturing method or process or the con¬ 
ditions under which it is conducted as 
set forth in the additional standards re¬ 
lating to Poliovirus Vaccine, Live, Oral, 
shall be permitted whenever the manu¬ 
facturer presents evidence that demon¬ 
strates the modification will provide as¬ 
surances of the safety, purity, and po¬ 
tency of the vaccine that are equal to or 
greater than the assurances provided 
by such standards, and the Director, Na¬ 
tional Institutes of Health so finds and 
makes such finding a matter of official 
record. 

Adenovirus Vaccine 
§ 73.1010 The produet. 

(a) Proper name and definition. For 
the purpose of section 351(a) (2) of the 
act and § 73.101 (k), the proper name of 
this product shall be ‘‘Adenovirus Vac¬ 
cine" wdth a designation of the types of 
virus included in the vaccine. Such vac¬ 
cine shall consist of an aqueous prepara¬ 
tion of one or more adenoviruses grown 
in monkey kidney tissue cultures inacti¬ 
vated by a suitable method. Where 
more than one type of virus is used in the 
manufacture of the vaccine, equal pro¬ 
portions of each type shall be combined 
with a tolerance for each component of 
5 percent of the total volume. 

(b) Strains of virus. Strains of ad¬ 
enovirus used in the manufacture of the 
vaccine shall be identified by historical 
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records, infectlvity tests, and immuno¬ 
logical methods. Only those strains of 
virus may be used that (1) produce a 
vaccine meeting the safety and potency 
requirements in §§ 73.1042 and 73.1043, 
(2) never had any passage in malignant 
cells of human or animal origin, and (3) 
have been maintained in monkey kidney 
cultures for at least 10 passages prior to 
use. 

(c) Monkey kidney tissue . Only cyn- 
omolgus or rhesus monkeys or other spe¬ 
cies of equal suitability, in overt good 
health, that have reacted negatively to 
tuberculin within 2 weeks prior to use 
shall be used as a source of kidney tissue 
for the production of virus. Each ani¬ 
mal shall be examined at necropsy un¬ 
der the supervision of a qualified pathol¬ 
ogist for gross signs of disease. If there 
is any gross pathological lesion of any 
significance to their use in the manufac¬ 
ture of vaccine, the kidneys shall be dis¬ 
carded. Kidney tissue from monkeys that 
have been used previously for experi¬ 
mental purposes shall not be used, ex¬ 
cept that monkeys in overt good health, 
used for the safety or potency tests of 
adenovirus vaccines with negative clini¬ 
cal findings (§§ 73.1042 and 73.1043) that 
have reacted negatively to tuberculin 
prior to such test, may be used within 
two weeks of the end of the test period. 
The monkeys shall not at any time have 
been housed in the same building where 
monkeys actually infected with or ex¬ 
posed to poliovirus are housed, and due 
precautions shall be taken to prevent 
cross-infection from any infected or 
potentially infected monkeys on the 
premises. 

§ 73.1041 Manufacture of adenovirus 
vaccine. 

(a) Cultivation of virus . Virus for 
manufacturing vaccine shall be grown 
with aseptic technique in monkey kidney 
cell cultures using a synthetic medium. 
Suitable antibiotics in the minimum con¬ 
centration required may be used. If 
penicillin is used, not more than 200 units 
per milliliter may be added. Phenol red 
may not exceed a concentration of 0.002 
percent. 

(b) Filtration. Within 72 hours pre¬ 
ceding the beginning of inactivation, the 
virus suspensions shall be filtered or 
clarified by a method having an efficiency 
at least equivalent to that of a Selas 02 
type filter. 

(c) Virus titer . The titer of each 
virus pool after filtration shall be deter¬ 
mined by a suitable method. It shall 
also be demonstrated that each virus 
pool possesses adenovirus group antigen 
by the complement-fixing test. 

(d) Inactivation of virus. The virus 
shall be inactivated, as evidenced by the 
test in tissue culture as set forth in 
§ 73.1042, through the use of an agent or 
method which has been demonstrated to 
be effective in the hands of the manufac¬ 
turer in inactivating a series of at least 5 
consecutive lots of adenovirus vaccine. 
If formaldehyde is used for inactivation, 
it shall be added to the virus suspension 
to a final concentration of U.S.P. formal¬ 
dehyde solution of at least 1:4000. The 
inactivation shall be conducted under 
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controlled conditions of pH and time at a 
temperature of 36° to 38° C. As an indi¬ 
cation of inactivation, not less than two 
samples shall be removed during the in¬ 
activation process and treated as pre¬ 
scribed in § 73.1042(b) (1). Regardless of 
the concentration of formaldehyde used, 
the total heating period shall be not less 
than 20 hours and at least three times 
the period required for the reduction of 
live virus to a point where no virus is 
detected in a 5 milliliter sample when 
tested in accordance with § 73.1042(b) 
(1). At the end of the heating period a 
sample shall be removed for the single 
strain tissue culture safety test. 

§ 73.1042 Testa for safety. 

In the manufacture of the product, the 
following tests relating to safety shall be 
conducted by the manufacturer: 

(a) The virus pool —(1) Tests prior 
to inactivation —(1) B virus and Myco¬ 
bacterium tuberculosis. Prior to inac¬ 
tivation, each individual virus harvest or 
virus pool shall be tested for the presence 
of B virus and Mycobacterium tuber¬ 
culosis. 

(ii) SV». Prior to inactivation, the 
material shall be tested for the presence 
of SV«o as follows (or by any other test 
producing equally reliable results): A 
sample of at least five ml. from the virus 
harvest or virus pool or pool of tissue cul¬ 
ture fluids from corresponding control 
vessels shall be neutralized by high titer 
antiserum of an origin other than hu¬ 
man, chicken, or simian. The sample 
shall be tested In the same tissue culture 
system used for propagating the virus 
vaccine, and in primary cercopithecus 
tissue cultures or in a cell line demon¬ 
strated as equally susceptible to SV«. 
Each tissue culture system shall be ob¬ 
served for at least 14 days and at the end 
of the observation period at least one 
subculture of fluid shall be made in the 
same tissue culture system and observed 
for an additional 14 days. 

(ill) Test results . The virus harvest 
or virus pool is satisfactory for adeno¬ 
virus vaccine only if the tests produce 
no evidence of the presence of B virus, 
Mycobacterium tuberculosis and SV«o. 

(2) Each single strain virus pool shall 
be shown to be free of lymphocytic chori¬ 
omeningitis virus and other mouse path¬ 
ogens by intracerebral injection into 10 
or more mice which shall be observed 
daily for at least 21 days. All mice 
which die during the observation period 
shall be studied as to the possible cause 
of death. A negative test shall not be 
valid unless at least 8 mice survive the 
full observation period and unless the 
virus pool was found free of agents path¬ 
ogenic for mice; and 

(3) An identity test shall be done on 
each virus pool using monovalent 
adenovirus serums free from polio¬ 
myelitis antibodies. Such serums shall 
have been prepared from animals im¬ 
munized with virus grown in other than 
the tissue used for the neutralization test. 
The identity tests shall be done (i) in 
monkey kidney and (ii) in HeLa or other 
equally susceptible cells. The tissue cul¬ 
tures shall be observed for 7 days. Those 
showing cytopathogenic effect in the 


presence of type specific serum shall be 
subcultured in monkey kidney cells or 
HeLa cells. The subcultures shall be 
maintained for 7 days and observed for 
cytopathogenic effect. Only virus pools 
free of unidentified cytopathogenic 
agents and free of all viruses pathogenic 
to man other than adenoviruses may be 
used for vaccine manufacture. 

(b) Single strain tissue culture test 
for adenovirus. (1) The samples speci¬ 
fied in § 73.1041(d) shall be placed im¬ 
mediately after sampling in contact with 
sodium bisulfite or a similar formalde¬ 
hyde neutralizing substance that will 
stop the inactivation process. Each 
sample shall be dialyzed or rendered 
non-toxic to tissue culture cells by an 
appropriate method which does not 
affect the detection of live virus. An 
amount of fluid representing at least 5 
milliliters of the original virus pool shall 
be inoculated into monkey kidney or 
other equally susceptible tissue cultures. 
The tissue cultures shall be maintained 
for 7 to 12 days and examined at inter¬ 
vals. At the end of the above period, the 
cell sheet shall be removed from each 
culture vessel, broken up by an appro¬ 
priate means, suspended in a portion of 
its culture fluid equal to at least 10 per¬ 
cent of the volume which was present 
during incubation, and inoculated into 
corresponding fresh tissue culture prepa¬ 
rations. Any fluids recovered prior to 
refeeding during original observation 
period shall be held at 2° to 5"C. A vol¬ 
ume of each fluid representing at least 
10 percent of the total volume shall be 
subcultured to fresh tissue culture. All 
subcultures shall be examined for at 
least 7 days. This test shall be con¬ 
sidered negative only if no cellular de- 
generaton occurs attributable to any 
virus. 

(2) A sample of at least 500 milliliters 
of each single strain pool shall be fully 
subjected to the following testing proce¬ 
dure in tissue culture cells, with half the 
sample in monkey kidney cells and half 
in suitable human cells of demonstrated 
high susceptibility to adenovirus and 
poliovirus. The entire sample shall be 
dialyzed and rendered non-toxic for 
tissue culture cells. Each half of the 
sample shall be inoculated into 4 or more 
tissue culture bottles of suitable capacity 
so that direct observation of the culture 
cells Is possible under conditions which 
assure the growth of adenovirus, oolio- 
virus or simian viruses should infective 
particles of any of these viruses be 
present in the vaccine. The monkey 
kidney cell cultures shall be performed 
as described in § 73.1002(b) except that a 
third subculture shall be included after 
21 days of incubation of the initial cul¬ 
ture and that this subculture shall be 
made by suspending the cell sheet. The 
initial human cell cultures shall be ob¬ 
served for at least 12 days. A subculture 
shall be made on each fluid at each re¬ 
feeding and on the suspension of each 
cell sheet in the culture fluid removed at 
the end of the observation period. The 
inoculum for the subcultures shall be a 
volume of at least 2 percent of that of 
the fluid being studied. The subculture 
shall be examined frequently and refed 
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as required, and maintained for a period 
of at least 12 days. If a cytopathogenic 
effect occurs during the test, the vaccine 
pool shall be held until the matter is 
resolved. If active poliomyelitis virus or 
adenovirus Is indicated, the strain pool 
shall not be used for inclusion in a final 
vaccine. If other viruses are present, the 
pool shall not be used unless it can be 
demonstrated that such viruses did not 
originate from the strain pool being 
tested. 

(c) Final vaccine pool tissue culture 
test. No less than 1,500 milliliters of the 
final vaccine pool without final preserva¬ 
tive, prepared by pooling the individual 
single strain preparations, shall be tested 
in accordance with § 73.1002 (b) and (c). 

(d) Final vaccine test for active virus 
in monkeys. Final bulk vaccine shall be 
tested in monkeys as prescribed in 
§ 73.1002(e) except that the test may be 
applied to vaccine before it is placed in 
final containers, and the sample may be 
dialyzed in order to remove sodium bi¬ 
sulfite or the sodium bisulfite formalde¬ 
hyde complex before injection lntraspi- 
nally and lntracerebrally into monkeys. 
In no case, however, shall dialyzed vac¬ 
cine be used for the intramuscular injec¬ 
tion of the monkeys. The test is consid¬ 
ered negative if the histological and other 
studies leave no doubt that virus infec¬ 
tions attributable to the vaccine did not 
occur. 

(e) Exclusion of certain pools from 
final vaccine . Pools which fail to pass 
the tissue culture safety tests prescribed 
in this section shall not be Included in 
final vaccine, unless it can be clearly 
shown that the cytopathogenic agent oc¬ 
curred in the test system and not in the 
vaccine pool. No pool shall be subjected 
to reprocessing. 

§ 73.1043 Potency test. 

Each lot of vaccine shall be subjected 
to a potency test which permits an esti¬ 
mation of the antigenic capacity of the 
vaccine in comparison with a reference 
vaccine distributed by the National In¬ 
stitutes of Health. This shall be done 
using at least 6 animals for each dilution 
of each vaccine tested and measuring 
the neutralizing antibody response of the 
animals receiving test vaccine and others 
receiving reference vaccine In simultane¬ 
ous tests. The average antibody level for 
each type shall equal or exceed the cor¬ 
responding value of the reference vac¬ 
cine. 

§ 73.1044 General requirements. 

(a) Separate facilities. The person¬ 
nel, equipment and supplies used in the 
manufacture of adenovirus vaccine shall 
be separated from personnel, equipment 
or supplies used in connection with any 
other pathogenic virus to the extent 
necessary to prevent cross-contamina¬ 
tion. 

(b) Filial container tests. Tests shall 
be made on final containers for safety, 
sterility and identity, in accordance with 
§§ 73.720, 73.730 and 73.760 respectively. 

(c) Release of vaccine. A lot of vac- 
oine shall not be released unless all re¬ 
quired safety tests have given negative 
results. 
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(d) Extraneous protein. Extraneous 
protein capable of producing allergenic 
effects on human subjects shall not be 
added to the final virus production me¬ 
dium. If animal serum is used at any 
stage, its calculated concentration in the 
final medium shall not exceed 
1 : 1 , 000 , 000 . 

(e) Nitrogen content. The final vac¬ 
cine shall have a protein nitrogen con¬ 
tent of less than 0.02 milligram per 
milliliter. 

(f) Dose . These additional standards 
for adenovirus vaccine are based on a 
human dose not exceeding 1.0 milliliter 
for a single injection. 

(g) Labeling. In addition to compli¬ 
ance with the requirements of §§ 73.600 
to 73.605, inclusive, the label or package 
enclosure shall include an appropriate 
statement indicating the type and 
amount of each antibiotic added, if any. 
The preservative used shall be stated on 
the label, as well as allergenic substances 
added, if any. and the source, composi¬ 
tion, and method of inactivation of the 
viruses. 

(h) rReserved] 

(i) Requirements for samples and pro¬ 
tocols. For each lot of vaccine, the fol¬ 
lowing material shall be submitted to the 
Director, Division of Biologies Standards, 
National Institutes of Health, Bethesda 
Maryland 20014: 

(1) A 2,500-milliliter sample of the 
final vaccine taken at the latest possible 
stage of manufacture before the addition 
of preservative. 

(2) A 200-milliliter bulk sample of the 
final vaccine containing all preservatives. 

(3) A total of at least 200-milliliter 
sample of the final vaccine in final la¬ 
belled containers. 

(4) Protocol showing the history of 
the lot and the results of all of the tests 
which were carried out by the manu¬ 
facturer. 

§ 73.1045 Equivalent methods. 

The provisions of § 73.1005, permitting 
modifications in methods if found equiv¬ 
alent in assuring safety, purity, and po¬ 
tency. shall be applicable to the addi¬ 
tional standards relating to adenovirus 
vaccine (§§ 73.1040 to 73.1044, inclusive). 

Measles Virus Vaccine, Live, 
Attenuated 

§73.1060 The product. 

(a) Proper name and definition. The 
proper name of this product shall be 
Measles Virus Vaccine, Live, Attenuated, 
which shall consist of a preparation of 
live, attenuated, measles virus. 

(b) Criteria for acceptable strains of 
attenuated measles virus. Strains of at¬ 
tenuated measles virus used in the 
manufacture of vaccine shall be identi¬ 
fied by (1) historical records including 
origin and manipulation during attenu¬ 
ation, (2) antigenic specificity as measles 
virus as demonstrated by tissue culture 
neutralization tests. Strains used for 
the manufacture of Measles Virus Vac¬ 
cine, Live, Attenuated, shall have been 
shown to be safe and potent in man by 
field studies with experimental vaccines. 
Vaccine prepared from measles virus 
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strains propagated in chick embyro or 
canine renal tissue cultures shall have 
been demonstrated as safe and potent in 
at least 10,000 susceptible persons. Sus¬ 
ceptibility shall be shown by the ab¬ 
sence of neutralizing or other antibodies 
against measles virus, or by other ap¬ 
propriate methods. Vaccine prepared 
from measles virus strains propagated in 
canine renal tissue cultures shall also 
have been demonstrated to be free from 
harmful effects in not less than 100,000 
persons. Seed virus used for vaccine 
manufacture shall be free of all demon¬ 
strable extraneous viable microbial 
agents. 

(c) Neurovirulence safety test of the 
virus seed strain in monkeys —(1) The 
test. A demonstration shall be made in 
monkeys of the lack of neurotropic 
properties of the seed strain of attenu¬ 
ated measles virus used in manufacture 
of measles virus vaccine. For this pur¬ 
pose, vaccine from each of the five con¬ 
secutive lots (§ 73.1065) used by the 
manufacturer to establish consistency of 
manufacture of the vaccine, shall be 
tested for neurovirulence in the follow¬ 
ing manner: 

Samples of each of the five lots of vaccine 
shall be tested in measles susceptible mon¬ 
keys. Immediately prior to initiation of a 
test each monkey shall have been shown to 
be serologically negative for neutralizing 
antibodies by means of a tissue culture 
neutralization test with undiluted serum 
from each monkey tested at approximately 
100 TdD 50 of Editions ton strain measles 
virus, or negative for measles virus anti¬ 
bodies as demonstrated by tests of equal 
sensitivity. Each lot of vaccine shall be 
tested in 10 monkeys by the intracerebral 
inoculation of 0.5 ml. into the thalamic 
region of each hemisphere and an inocu¬ 
lation of 0.25 ml. lntracisternally. The 
combined dose of measles virus Inoculated 
into the central nervous system of each mon¬ 
key shall be no less than the equivalent of 
1.000 TCID* of the NIH standard 
(( 73.1061(d)). The monkeys shall be ob¬ 
served for 17 to 21 days and symptoms of 
paralysis as well as other evidences of neuro¬ 
logical disorders shall be recorded. The test 
must be repeated if more than 20 percent 
of a group of monkeys die from nonspecific 
causes. Animals which die within the first 
48 hours of initiation of the test may be 
replaced. At the end of the observation 
period each surviving monkey shall (a) be 
bled and the serum tested for evidence of 
serum antibody conversion to measles virus 
and (b) be autopsled and hLstopathologlcal 
sections prepared of appropriate areas of the 
brain and spinal cord, and the sections ex¬ 
amined microscopically for evidence of cen¬ 
tral nervous system involvement. 

(2) Wild virus controls. As a check 
against the inadvertent introduction of 
wild measles virus, at least four uninoc¬ 
ulated measles susceptible control mon¬ 
keys shall be maintained as either cage 
mates to, or within the same immediate 
area of, the ten inoculated test animals 
for each lot of vaccine for the entire 
period of observation (17-21 days) and 
an additional ten days. Serum samples 
from these control contact monkeys 
drawn at the time of seed virus inocu¬ 
lation of the test animals, and again 
after completion of the test, shall be 
shown to be free of measles neutralizing 
antibodies. 
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(3) Test results . (i) For each lot of 
vaccine under test, at least 80 percent of 
the monkeys must show measles anti¬ 
body serological conversion (1:4 or 
greater) and the control contact mon¬ 
keys must demonstrate no Immunological 
response indicative of measles virus 
infection. 

(ii) The measles virus seed has accept¬ 
able neurovirulence properties for use 
in vaccine manufacture if for each of 
the five lots (a) 80 percent of the mon¬ 
keys survive the observation period and 

(b) there is no clinical or histopathologi- 
cal evidence of central nervous system 
involvement attributable to the inocu¬ 
lated virus. 

(4) New seed lots—test for neuro- 
virulence. The neurovirulence properties 
of each new seed shall be tested as pre¬ 
scribed in this paragraph. Only seed 
lots which meet the neurovirulence re¬ 
quirement shall be used for Measles Virus 
Vaccine manufacture. The test need not 
be repeated as long as the same seed lot 
of virus is used. 

§ 73.1061 Manufacture of live, attenu¬ 
ated Measles Virus Vaccine. 

(a) Virus cultures . Virus shall be 
propagated in chick embryo tissue cul¬ 
tures or canine renal tissue cultures. 

(b) Virus propagated in chick embryo 
tissue cultures. Embryonated chicken 
eggs used as the source of chick embryo 
tissue for the propagation of measles 
virus shall be derived from flocks certi¬ 
fied to be free of Salmonella pullorum, 
avian tuberculosis, fowl pox, Rous sar¬ 
coma, avian leucosis and other adventi¬ 
tious agents pathogenic for chickens. 
If eggs are procured from flocks that are 
not so certified, tests shall be performed 
to demonstrate freedom of the vaccine 
from such agents. (See § 73.1062(a) (8) 
for test for avian leucosis.) 

(c) Virus propagated in canine renal 
tissue cultures . Only dogs in overt good 
health which have been maintained in 
quarantine in vermin-proof quarters for 
a minimum of six months, having had no 
exposure to other dogs or animals 
throughout the quarantine period, or 
dogs bom to dogs while so quarantined, 
provided the progeny have been kept in 
the same type of quarantine continu¬ 
ously from birth, shall be used as a 
source of kidney tissue for the propaga¬ 
tion of measles virus. 

(1) Dogs used for experimental pur¬ 
poses. Dogs that have been used pre¬ 
viously for experimental or testing pur¬ 
poses with microbiological agents shall 
not be used as a source of kidney tissue 
in the manufacture of vaccine. 

(2) Quarantine and necropsy. Each 
dog shall be examined periodically dur¬ 
ing the quarantine period as well as at 
the time of necropsy under the direction 
of a qualified pathologist, physician or 
veterinarian having experience with 
diseases of dogs, for the presence of 
signs or symptoms of ill health, particu¬ 
larly for evidence of tuberculosis, infec¬ 
tious canine hepatitis, canine distemper, 
rabies, leptospirosis, and other diseases 
indigenous to dogs. If there are any 
such signs, symptoms, or other signifl- 
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cant pathological lesions observed, tissue 
from such animals shall not be used in 
the manufacture of Measles Virus Vac¬ 
cine, Live, Attenuated. 

(d) NIH reference measles virus . An 
NIH Reference Measles Virus, Live, At¬ 
tenuated, shall be obtained from the 
Division of Biologies Standards as a con¬ 
trol for correlation of virus titers. 

(e) Passage of virus strain in vaccine 
manufacture. Virus in the final vaccine 
shall represent no more than ten tissue 
culture passages beyond the passage used 
to perform the clinical trials (§ 73.1060 
(b)) which qualified the manufacturer’s 
vaccine strain for license. 

(f) Tissue culture preparation. Only 
primary cell tissue cultures shall be used 
in the manufacture of Measles Virus 
Vaccine. Continuous cell lines shall not 
be introduced or propagated in Measles 
Virus Vaccine manufacturing areas. 

(g) Control vessels. (1) From the tis¬ 
sue used for the preparation of tissue 
cultures for growing attenuated measles 
virus, an amount of processed cell sus¬ 
pension equivalent to that used to pre¬ 
pare 500 ml. of tissue culture shall be 
used to prepare uninfected tissue control 
materials. This material shall be dis¬ 
tributed in control vessels and observed 
microscopically for a period of no less 
than 14 days beyond the time of inocula¬ 
tion of the production vessels with 
measles virus; but if the production 
vessels are held for use in vaccine manu¬ 
facture for more than 14 days, the con¬ 
trol vessels shall be held and observed 
for the additional period. At the end of 
the observation period or at the time 
of virus harvest, whichever Is later, fluids 
from the control cultures shall be tested 
for the presence of adventitious agents 
as follows: 

Samples of fluid from each control vessel 
shall be collected at the same time as fluid 
Is harvested from the corresponding produc¬ 
tion vessels. If multiple virus harvests are 
made from the same cell suspension, the 
control samples for each harvest shall be 
frozen and stored at —60° O. until the last 
viral harvest for that cell suspension is com¬ 
pleted. The fluid from all the control sam¬ 
ples from that suspension shall be pooled In 
proportionate amounts and at least five ml. 
inoculated Into human and simian ceil tissue 
culture systems and in the tissue culture 
system used for virus production. The cul¬ 
tures shall be observed for the presence of 
changes attributable to growth of adventi¬ 
tious viral agents Including hemadsorption 
viral agents. 

(2) The cell sheets of one quarter to 
one third of the control vessels shall be 
examined at the end of the observation 
period (14 days or longer) for the pres¬ 
ence of hemadsorption viruses by the 
addition of guinea pig red blood cells. 
If the chick embryo cultures were not de¬ 
rived from a certified source (§ 73.1061 
(b)), the remaining tissue culture con¬ 
trols may be used to test for avian leu¬ 
cosis virus using either Rubin’s procedure 
for detecting Resistance Inducing Factor 
(RIF) or a method of equivalent effec¬ 
tiveness. 

(3) The test is satisfactory only if 
there is no evidence of adventitious viral 
agents and if at least 80 percent of the 


control vessels are available for observa¬ 
tion at the end of the observation period 
(14 days or longer). 

(h) Test samples. Samples of virus 
harvests or pools for testing by inocula¬ 
tion into animals, into tissue culture 
systems, into embryonated hens’ eggs, 
and into bacteriological media, shall be 
withdrawn immediately after harvesting 
or pooling but prior to freezing except 
that samples of test materials frozen 
immediately after harvesting or pooling 
and maintained at —60* C. or below, 
may be tested upon thawing, provided no 
more than two freeze-thaw cycles are 
employed. The required tests shall be 
initiated without delay after thawing. 

§ 73.1062 Test for safely. 

(a) Tests prior to clarification of vac¬ 
cine manufactured in chick embryo tis¬ 
sue cultures . Prior to clarification, the 
following tests shall be performed on 
each virus pool of chick embryo tissue 
culture: 

(1) Inoculation of adult mice. Each 
of at least 20 adult mice each weighing 
15-20 grams shall be inoculated intra- 
peritoneally with 0.5 ml. and intracere- 
braliy with 0.03 ml. amounts of each 
virus pool to be tested. The mice shall 
be observed for 21 days. Each mouse that 
dies after the first 24 hours of the test, 
or is sacrificed because of illness, shall 
be necropsied and examined for evidence 
of viral infection by direct observation 
and subinoculation of appropriate tissue 
Into at least five additional mice which 
shall be observed for 21 days. The virus 
pool may be used only if at least 80 per¬ 
cent of the original group of mice remain 
healthy and survive the observation pe¬ 
riod and If none of the mice show evi¬ 
dence of a transmissible agent or other 
viral infection, other than measles virus, 
attributable to the vaccine. 

(2) Inoculation of suckling mice. 
Each of at least 20 suckling mice less 
than 24 hours old shall be inoculated in- 
tracerebrally with 0.01 ml. and intraperi- 
toneally with 0.1 ml. of the virus pool to 
be tested. The mice shall be observed 
daily for at least 14 days. Each mouse 
that dies after the first 24 hours of the 
test, or is sacrificed because of illness, 
shall be necropsied and examined for 
evidence of viral infection. Such exam¬ 
ination shall include subinoculation of 
appropriate tissue suspensions into an 
additional group of at least five suckling 
mice by intracerebral and intraperitoneal 
routes and observed daily for 14 days. 
In addition, a blind passage shall be 
made of a single pool of the emulsified 
tissue (minus skin and viscera) of all 
mice surviving the original 14-day test. 
The virus pool is satisfactory for Measles 
Virus Vaccine only if at least 80 percent 
of the original inoculated mice remain 
healthy and survive the entire observa¬ 
tion period, and if none of the mice used 
in the test show evidence of a transmis¬ 
sible agent or viral infection, other than 
measles virus, attributable to the vaccine. 

(3) Inoculation of monkey tissue cell 
cultures . A volume of virus suspension 
of each undiluted virus pool, equivalent 
to at least 500 human doses or 50 ml., 
whichever represents a greater volume, 


FEDERAL REGISTER, VOL. 35, NO. 171—WEDNESDAY, SEPTEMBER 2, 1970 






shall be tested for adventitious agents 
in cercopithecus monkey kidney tissue 
culture preparations, after neutraliza¬ 
tion of the measles virus by a high titer 
antiserum of nonhuman, nonsimian, and 
nonchicken origin. The immunizing an¬ 
tigen used for the preparation of the 
measles antiserum shall be grown in tis¬ 
sue culture cells that shall be free of 
extraneous viruses which might elicit 
antibodies that could inhibit growth of 
extraneous viruses present in the measles 
virus pool. The tissue culture of the virus 
pool shall be observed for no less than 
14 days. The virus pool is satisfactory 
for measles virus vaccine only If all the 
tissue culture tests fail to show evidence 
of any extraneous transmissible agent 
other than measles virus attributable to 
the vaccine. 

(4) Inoculation of other cell cultures. 
The measles virus pool shall be tested In 
the same manner as prescribed in sub- 
paragraph (3) in rhesus or cynomolgus 
monkey kidney, chick embryo, and hu¬ 
man tissue cell cultures. 

(5) Inoculation of embryonated chick¬ 
en eggs. A volume of virus suspension 
of each undiluted virus pool, equivalent 
to at least 100 doses or 10 ml., whichever 
represents a greater volume, after neu¬ 
tralization of the measles virus by a high 
titer antiserum of nonhuman, nonsimian, 
nonchicken origin, shall be tested in em¬ 
bryonated eggs by the allantoic cavity 
route of inoculation and a separate group 
tested by the yolk sac route of inocula¬ 
tion, using 0.5 ml. of inoculum per egg. 
The virus pool is satisfactory if there Is 
no evidence of adventitious agents. 

(6) rReserved! 

(7) Bacteriological tests . Each virus 
pool shall be tested for sterility in ac¬ 
cordance with § 73.730. In addition each 
virus pool shall be tested for the pres¬ 
ence of M. tuberculosis, both avian and 
human, by appropriate culture methods. 

(8) Test for avian leucosis. If the cul¬ 
tures were not derived from a certified 
source (§ 73.1061(b)). and the control 
fluids were not tested for avian leucosis 
(5 73.1061(g)), at least 500 doses or 50 
ml., whichever represents a greater vol¬ 
ume of each undiluted vaccine pool, shall 
be tested and found negative for avian 
leucosis, using either Rubin’s procedure 
for detecting Resistance Inducing Factor 
(RIF) or another method of equivalent 
effectiveness. 

(b) Tests prior to clarification of vac¬ 
cine manufactured in canine renal tissue 
cultures. Prior to clarification, the fol¬ 
lowing tests shall be performed on each 
virus pool of canine renal tissue culture: 

(1) Inoculation of adult mice. Virus 
grown in canine renal tissue cultures 
shall be tested in adult mice, as pre¬ 
scribed in paragraph (a) (1) of this sec¬ 
tion for virus grown in chick embryo tis¬ 
sue cultures. Test result standards are 
those prescribed therein. 

(2) Inoculation of suckling mice. Each 
m at least 20 suckling mice less than 24 
hours old shall be inoculated intracere- 

Wlth 0 01 m1 ' and toterperitoneally 

wth o.l ml. of the canine renal tissue 
culture virus pool to be tested. The mice 
shaU be observed dally for at least 28 
flays. Each mouse that dies after the 
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first 48 hours of the test, or is sacrificed 
because of illness, shall be necropsied 
and all areas examined for evidence of 
viral infection. Such examination shall 
include subinoculation of appropriate 
tissue suspensions into an additional 
group of at least five suckling mice by 
intracerebral and intraperitoneal routes 
and observed daily for 28 days. The virus 
pool is satisfactory for Measles Virus 
Vaccine only if at least 80 percent of the 
originally inoculated mice remain 
healthy and survive the entire observa¬ 
tion period, and if none of the mice used 
in the test show evidence of having been 
infected with rabies virus or any other 
transmissible agent or viral infection 
other than measles virus. 

(3) Inoculation of monkey tissue cell 
cultures. Virus grown in canine renal 
tissue cultures shall be tested in monkey 
tissue cell cultures as prescribed in para¬ 
graph (a) (3) of this section for virus 
grown in chick embryo tissue cultures. 
Test result standards are those pre¬ 
scribed therein. 

(4) Inoculation of other cell cultures. 
Virus grown in canine renal tissue cul¬ 
tures shall be tested in rhesus or cyn¬ 
omolgus monkey kidney tissue, canine 
renel tissue and human tissue cell cul¬ 
tures as prescribed in paragraph (a) (3) 
of this section for testing virus grown in 
chick embryo tissue culture in cerco¬ 
pithecus monkey kidney tissue culture 
preparations. Test result standards are 
those prescribed therein. 

(5) Inoculation of embryonated eggs. 
Virus grown in canine renal tissue cul¬ 
tures shall be tested in embryonated eggs 
as prescribed in paragraph (a) (5) of 
this section for virus grown in chick em¬ 
bryo tissue cultures. Test result stand¬ 
ards are those prescribed therein. 

(6) lReserved] 

(7) Bacteriological test. Each virus 
pool shall be tested for sterility in ac¬ 
cordance with § 73.730. In addition each 
virus pool shall be tested for M. tubercu¬ 
losis, human, by appropriate culture 
methods. 

(8) Tests for adventitious agents. 
Each virus pool shall be tested for the 
presence of such adventitious agents as 
canine distemper virus, canine hepati¬ 
tis virus, leptosplra and toxoplasma and 
the following fungi: coccidlomyces, his- 
toplasma and blastomyces. The virus 
pool is satisfactory only if the results of 
all tests show no evidence of any extra¬ 
neous agent attributable to the canine 
renal tissue or the vaccine. 

(c) Clarification. After harvesting and 
removal of samples for testing as pre¬ 
scribed above in this section, the virus 
fluids shall be clarified by centrifugation, 
by passage through filters of sufficiently 
small porosity, or by any other method 
that will assure removal of all intact tis¬ 
sue cells which may have been collected 
in the harvesting process. 

(d) Test after clarification — Neuro¬ 
virulence safety test in monkeys for 
neurotropic agents. Before final dilu¬ 
tion for standardization for live measles 
virus content each lot of measles virus 
vaccine shall be tested for neurotropic 
agents follow'lng the procedure pre¬ 
scribed in § 73.1002(e), except that anti¬ 
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body determinations for measles need 
not be performed, the test shall be per¬ 
formed before the product is placed in 
final containers and prior to the addition 
of an adjuvant, and that symptoms sug¬ 
gest! ve of any neurotropic agent, rather 
than those specifically suggestive of po¬ 
liomyelitis, shall be recorded during the 
observation of 17 to 19 days. The lot 
is satisfactory only if the histological 
and other studies produce no clinical or 
histological evidence of central nervous 
system involvement attributable to the 
presence of a neurotropic agent in the 
vaccine. 

§ 73.1063 Potency lest. 

The concentration of live measles 
virus shall constitute the measure of 
potency. The titration shall be per¬ 
formed in a suitable cell culture system, 
free of wild viruses, using either the 
NIH reference measles virus, live, at¬ 
tenuated or a calibrated equivalent strain 
as a titration control. The concentra¬ 
tion of live measles virus contained in 
the vaccine of each lot under test shall 
be no less than the equivalent of 1,000 
TCIDao of the NIH reference per human 
dose. 

§ 73.106*1 General requirement*. 

(a) Final container tests. In addition 
to the tests required pursuant to § 73.760, 
an Immunological and virological identity 
test shall be performed on the final con¬ 
tainer if it was not performed on each 
pool or the bulk vaccine prior to filling. 

(b) [Reserved] 

(c) [Reserved! 

(d) Dose. These standards are based 
on an individual human immunizing dose 
of no less than 1.000 TCIDw of Measles 
Virus Vaccine, Live. Attenuated, ex¬ 
pressed in terms of the assigned titer of 
the NIH reference measles virus. 

(e) Labeling. In addition to the items 
required by other applicable labeling 
provisions of this part, single-dose con¬ 
tainer labeling for vaccine which is not 
protected against photochemical deterio¬ 
ration shall include a statement cau¬ 
tioning against exposure to sunlight. 

(f) Dried vaccine. Measles Vaccine, 
Live, Attenuated, may be dried immedi¬ 
ately after completion of processing to 
final bulk material and stored in the 
dried state, provided its residual moisture 
and other volatile substances content is 
not in excess of 2 percent, as provided in 
§ 73.740(a). 

(g) Photochemical deterioration ; pro¬ 
tection. Vaccine in multiple dose final 
containers shall be protected against 
photochemical deterioration. Such con¬ 
tainers may be colored, or outside color¬ 
ing or protective covering may be used 
for this purpose, provided (1) the method 
used is shown to provide the required 
protection, and (2) visible examination 
of the contents is not precluded. Vac¬ 
cine in single dose containers may be 
protected in the same manner provided 
the same conditions are met. 

(h) Samples and protocols. For each 
lot of vaccine, the following materials 
shall be submitted to the Director, Divi¬ 
sion of Biologies Standards, National 
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Institutes of Health, Bethesda, Md. 
20014: 

(1) A protocol which consists of a sum¬ 
ary of the history of the manufacture of 
each lot including all results of each test 
for which test results are requested by 
the Director. Division of Biologies Stand¬ 
ards. 

(2) A total of no less than 120 mi. in 
10 ml. volumes, in a frozen state (—60° 
C.), of preclarification bulk vaccine con¬ 
taining no preservative or adjuvant, .md 
no less than 100 ml. in 10 ml. volumes, in 
a frozen state (—60° C.). of post-clari¬ 
fication bulk vaccine containing stabilizer 
but no preservative or adjuvant, taken 
prior to filling into final containers. 

(3) A total of no less than 200 recom¬ 
mended doses of the vaccine in final 
labeled containers distributed equally be¬ 
tween the number of fillings made from 
each bulk lot, except that the representa¬ 
tion of a single filling shall be no less 
than 30 final containers. 

§ 73.1063 Clinical trial* to qualify for 
license. 

To qualify for license, the antigenicity 
of the vaccine shall have been deter¬ 
mined by clinical trials of adequate 
statistical design, by subcutaneous ad¬ 
ministration of the product. Such clin¬ 
ical trials shall be conducted with five 
consecutive lots of measles virus vaccine 
which have been manufactured by the 
same methods, each of which has shown 
satisfactory results in all prescribed 
tests. There shall be a demonstration 
under circumstances wherein adequate 
clinical and epidemiological surveillance 
of illness has been maintained to show 
that the Measles Virus Vaccine, when 
administered as recommended by the 
manufacturer—i.e., either with or with¬ 
out human gamma globulin—is free of 
harmful effect upon administration to 
approximately 1,000 susceptible individ¬ 
uals, in that there were no detectable 
neutralizing antibodies before vaccina¬ 
tion and there was serological conver¬ 
sion after vaccination. The five lots of 
vaccine used to qualify for consistency of 
vaccine manufacture shall be distributed 
as evenly as possible among the 1,000 
Individuals tested. Demonstration shall 
be made of immunogenic effect by the 
production of specific measles neutraliz¬ 
ing antibodies (i.e., sero-conversion less 
than 1:4 to 1:8 or greater) in at least 
90 percent of each of five groups of 
measles suspectible individuals, each 
having received the parenteral adminis¬ 
tration of a virus vaccine dose which is 
not greater than that which was demon¬ 
strated to be safe in field studies 
(§ 73.1060(b) > when used under compa¬ 
rable conditions. 

§ 73.1066 Equivalent methods. 

Modification of any particular manu¬ 
facturing method or process or the condi¬ 
tions under which it is conducted as set 
forth in the additional standards relat¬ 
ing to Measles Virus Vaccine, Live, At¬ 
tenuated, shall be permitted whenever 
the manufacturer presents evidence 
that demonstrates the modification will 
provide assurances of the safety, purity, 
and potency of the vaccine that are 
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equal to or greater than the assurances 
provided by such standards, and the Di¬ 
rector, National. Institutes of Health so 
finds and makes such finding a matter 
of officials record. 

Measles Virus Vaccine, Inactivated 
§ 73.1080 The product. 

(a) Proper name and definition. The 
proper name of this product shall be 
Measles Virus Vaccine, Inactivated. The 
vaccine shall consist of a preparation of 
measles virus inactivated by an appro¬ 
priate method. 

(b) Criteria for acceptable strains of 
measles virus. Strains of measles virus 
used in the manufacture of vaccine shall 
be identified by (1) historical records in¬ 
cluding origin and manipulation and (2) 
antigenic specificity as measles virus as 
demonstrated by tissue culture neutrali¬ 
zation tests. Strains used for the manu¬ 
facture of Measles Virus Vaccine, In¬ 
activated, shall have been shown to be 
safe and potent in man by field studies 
with experimental vaccines. Vaccine 
prepared from measles virus strains 
propagated in chick embryo tissue cul¬ 
tures, monkey kidney tissue cultures or 
canine renal tissue cultures, shall have 
been demonstrated as safe and potent in 
at least 10,000 susceptible persons. Sus¬ 
ceptibility shall be shown by the absence 
of neutralizing or other antibodies 
against measles virus, or by other ap¬ 
propriate methods. Vaccine prepared 
from measles virus strains propagated in 
canine renal tissue cultures shall also 
have been demonstrated to be free from 
harmful effects in not less than 100,000 
persons. Seed virus used for vaccine 
manufacture shall be free of all demon¬ 
strable extraneous viable microbial 
agents. 

§ 73.1081 Manufacture of measles virus 
vaccine, inactivated. 

(a) Virus cultures. Virus shall be 
propagated in chick embryo tissue cul¬ 
tures, monkey kidney tissue cultures, or 
canine renal tissue cultures. 

(b) Virus propagated in chick embryo 
tissue cultures. Embryonated chicken 
eggs used as a source of chick embryo 
tissue for the propagation of measles 
virus shall be derived from flocks certi¬ 
fied to be free of Salmonella pullorum 
and avian tuberculosis, fowl pox, Rous 
sarcoma, avian leucosis and other 
adventitious agents pathogenlo for 
chickens. If eggs are procured from 
flocks that are not so certified, tests shall 
be performed to demonstrate that the 
virus pool be free from such agents prior 
to inactivation. 

(c) Virus propagated in monkey kidney 
tissue cultures . Only Macaca or Cercopi- 
thecus monkeys, or a species found by the 
Director, Division of Biologies Standards, 
to be equally suitable, which have met 
all the quarantine requirements, shall be 
used as the source of kidney tissue for 
the manufacture of Measles Virus Vac¬ 
cine, Inactivated. 

(1) Monkeys used for experimental 
purposes. Monkeys that have been used 
previously for experimental purposes 
with microbiological agents shall not be 
used as a source of kidney tissue for the 


manufacture of vaccine. Monkeys that 
have been used previously for other ex¬ 
perimental purposes may be used upon 
their return to a normal condition. 

(2) Quarantine. Only monkeys that 
during the quarantine period, as pro¬ 
vided by § 73.501(f) (2), have been tested 
with and have reacted negatively to 
tuberculin shall be used as a source of 
kidney tissue for vaccine manufacture. 

(3) Necropsy. Each animal at ne¬ 
cropsy shall be examined under the di¬ 
rection of a qualified pathologist, physi¬ 
cian or veterinarian having experience 
with diseases of monkeys, for the pres¬ 
ence of signs or symptoms of ill health, 
particularly for (i) evidence of tuber¬ 
culosis. (ii) presence of herpes-like 
lesions, including eruptions or plaques on 
or around the lips, in the buccal cavity 
or on the gums and (ill) signs of con¬ 
junctivitis. If any such signs or other 
significant gross pathological lesions are 
present, the kidney shall not be used in 
the manufacture of Measles Virus Vac¬ 
cine. Inactivated. 

(d) Virus propagated in canine renal 
tissue cultures. Only dogs in overt good 
provided the progeny have been kept in 
quarantine in vermin-proof quarters for 
a minimum of six months, having had no 
exposure to other doge or animals 
throughout the quarantine period, or 
dogs bom to dogs while so quarantined, 
provided the progeny have been kept in 
the same type of quarantine continuously 
from birth, shall be used as a source of 
kidney tissue for the propagation of 
measles virus. 

(1) Dogs used for experimental pur¬ 
poses. Dogs that have been used pre¬ 
viously for experimental or testing pur¬ 
poses with microbiological agents shall 
not be used as a source of kidney tissue 
in the manufacture of vaccine. 

(2) Quarantine and necropsy. Each 
dog shall be examined periodically during 
the quarantine period as well as at the 
time of necropsy under the direction of a 
qualified pathologist, physician or vet¬ 
erinarian having experience with diseases 
of dogs, for the presence of signs or symp¬ 
toms of ill health, particularly for evi¬ 
dence of tuberculosis, infectious canine 
hepatitis, canine distemper, rabies, lepto¬ 
spirosis, and other diseases indigenous to 
dogs. If there are any such signs, symp¬ 
toms. or other significant pathological 
lesions observed, the kidneys from such 
animals shall not be used in the manu¬ 
facture of Measles Virus Vaccine, In¬ 
activated. 

(e) NIH Reference Measles Virus. 
The following NIH reference viruses 
shall be obtained from the Division of 
Biologies Standards: 

(1) NIH Reference Measles Virus for 
titration. 

(2) NIH Reference Measles Vaccine 
for potency testing. 

(f) Passage of virus strain in vaccine 
manufacture. Virus in the final vaccine 
shall represent no more than ten tissue 
culture passages beyond the passage used 
to perform the clinical trials which qual¬ 
ified the vaccine strain for license 
(§ 73.1080(b)), and the virus of that 
passage shall represent vaccine that 
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shall have met the following criteria of 
acceptability: 

(1) Clinical safety. The vaccine shall 
be free from harmful effects. Freedom 
from harmful effects shall be demon¬ 
strated by administration, as recom¬ 
mended by the manufacturer, and while 
maintaining adequate clinical and epi¬ 
demiological surveillance of illness, to 
approximately 1,000 Individuals, having 
no detectable neutralizing antibodies be¬ 
fore vaccination and showing serologi¬ 
cal conversion after vaccination. Five 
consecutive lots of vaccine shall be used 
to qualify the vaccine for license and 
shall be distributed as evenly as possible 
among the 1,000 Individuals tested. 

(2) Clinical potency. The Immuno¬ 
genic effect (i.e., sero-conversion less 
than 1: 4 to 1: 8 or greater) shall be dem¬ 
onstrated in at least 90 percent of each 
of five groups of measles susceptible In¬ 
dividuals, each group receiving vaccine 
from one of the five consecutive lots of 
vaccine which were used to qualify the 
vaccine for license, and each of which 
shall have met the safety standards pre¬ 
scribed In these regulations. The dose 
of vaccine shall be no greater than that 
which w r as demonstrated to be safe pur¬ 
suant to subparagraph (1) of this para¬ 
graph and the vaccine shall be used un¬ 
der comparable conditions. 

(8) Types of tissue culture prepara¬ 
tion permissible . Measles Virus Vaccine, 
Inactivated, shall be produced only In 
primary cell tissue culture. Continuous 
line cells shall not be used and shall not 
be introduced Into vaccine production 
areas. 

(h) Use of antibiotics. Virus for 
manufacturing vaccine may be grown In 
cultures which contain minimum con¬ 
centration of suitable antibiotics except 
that penicillin shall not be used in the 
tissue culture medium or added to the 
final product. 

(i) Clarification. After harvesting, the 
virus fluids shall be clarified by cen¬ 
trifugation, by passage through filters of 
sufficiently small porosity, or by any 
other method that will assure removal of 
all Intact tissue cells which may have 
been collected in the harvesting process, 

§ 73.1082 Tom for safety. 

(a) Tests prior to the inactivation 
process. Samples of virus pools for test¬ 
ing by inoculation into animals or Into 
bacteriological media shall be withdrawn 
immediately after pooling but prior to 
freezing or further processing, and 
tested, prior to the Inactivation process, 
as provided In paragraphs (b) and (c) 
of this section except that samples of 
test materials frozen Immediately after 
pooling and maintained at —60® C. or 
below\ may be tested upon thawing, pro¬ 
vided no more than two freeze thaw 
cycles are employed. The required tests 
shall be conducted without delay after 
thawing. 

(1) Measles virus propagated in chick 
embryo tissue cultures —(1) Inoculation 
of adult mice; test for adventitious 
agents. Each chick embryo virus pool 
shall be shown to be free of contaminat¬ 
ing agents pathogenic for mice by the in¬ 
tracerebral Inoculation of 0.03 ml. and 
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intraperitoneal inoculation of 0.5 ml. 
amounts of the pool into each of ten or 
more adult mice (15-20 gms.). The mice 
shall be observed for at least 21 days. 
The virus pool is satisfactory for measles 
virus vaccine only If at least 80 percent 
of the inoculated animals survive the ob¬ 
servation period and none of the animals 
Inoculated shows evidence of Infection 
with extraneous transmissible agents at¬ 
tributable to the vaccine. 

(ii) [Reserved! 

(Ill) Bacteriological tests. Each chick 
embryo virus pool shall be tested for 
bacteriological sterility In accordance 
with the procedures prescribed In 
§ 73.730. In addition each virus pool shall 
be tested and found negative for the 
presence of M. tuberculosis, both avian 
and human, by appropriate culture 
methods. 

(lv) Test for avian leucosis. The 
equivalent of at least 50 doses of final 
vaccine from each undiluted virus pool, 
or In proportionate amounts from indi¬ 
vidual harvests or subpools, shall be 
tested and found negative for avian leu¬ 
cosis, using either Rubin’s procedure for 
detecting Resistance Inducing Factor 
(RIF) or a procedure of equivalent 
effectiveness. These tests may be per¬ 
formed on corresponding amounts of 
fluids from control vessels instead of on 
the undiluted virus pool or individual 
harvests of subpools. 

(2) Measles virus propagated in 
monkey kidney tissue cultures —(1) 
Inoculation of rabbits; test for B virus 
and other adventitious agents. A min¬ 
imum of 100 ml. of each monkey kidney 
virus pool shall be tested by inoculation 
Into at least ten healthy rabbits, each 
weighing 1500-2500 grams. Each rabbit 
shall be injected lntradermally at mul¬ 
tiple sites with a total of 1.0 ml. and sub¬ 
cutaneously with 9.0 ml. of the virus, 
and the animals observed for at least 
three weeks. Each rabbit that dies after 
the first 24 hours of the test or is sacri¬ 
ficed because of illness shall be necrop- 
sied and the brain and organs removed 
and examined. The virus pool may be 
used for measles virus vaccine only if at 
least 80 percent of the rabbits remain 
healthy and survive the entire period and 
if none of the rabbits used in the test 
shows lesions of any kind at the sites 
of Inoculation or shows evidence of B 
virus or any other transmissible agent 
attributable to the vaccine. 

(ii) Inoculation of adult mice; test for 
adventitious agents. Each virus pool 
grown in monkey kidney tissue culture 
shall be tested In adult mice. The test 
shall be performed and the results meas¬ 
ured against the standards prescribed In 
subparagraph (1) (i) of this paragraph 
for chick embryo tissue culture. 

(Hi) Inoculation of guinea pigs; test 
for M. tuberculosis. Each of at least five 
guinea pigs, each weighing 350-450 
grams shall be inoculated lntraperitone- 
ally with 5.0 ml. of the monkey kidney 
virus pool to be tested. The animals 
shall be observed for at least 42 days for 
death or signs of disease. Each animal 
that dies after the first 24 hours of the 
test, or is sacrificed because of Illness, 
shall be necropsied. The tissues shall 
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be examined both microscopically and 
culturally for evidence of M. tuberculosis. 
The virus pool is satisfactory for measles 
virus vacine only if at least 80 percent 
of the original group of guinea pigs re¬ 
main healthy and survive the observa¬ 
tion period, and If none of the animals 
used in the test shows evidence of Infec¬ 
tion with M. tuberculosis or any extrane¬ 
ous transmissible agent attributable to 
the vaccine. 

(iv) Bacteriological tests. Each mon¬ 
key kidney virus pool shall be tested for 
bacteriological sterility in accordance 
with the procedures prescribed in § 73.- 
730. In addition each virus pool shall be 
tested for the presence of M. tuberculosis 
(human) by appropriate culture 
methods. 

(v) Tissue culture test for SV». Each 
individual harvest or virus pool, or a pool 
of tissue culture fluids from correspond¬ 
ing control vessels, shall be tested for the 
presence of SVw either as follows or by 
a test producing equally reliable results: 
five ml. of a measles virus pool shall be 
neutralized by high titer antiserum of an 
origin other than human, chicken or 
simian. The sample shall be tested in 
the same tissue culture system used for 
propagating the virus vaccine, and In 
primary cercopithecus tissue cultures or 
in a cell line of demonstrated equal sus¬ 
ceptibility to SV«o. The tissue cultures 
shall be observed for at least 14 days and 
at the end of the observation period at 
least one subculture of fluid shall be 
made in the same tissue culture system 
and the test continued for an additional 
14 days. The virus harvest or virus pool 
is satisfactory for measles virus vaccine 
only if the test produces no evidence of 
the presence of SV.o. 

(3) Measles virus propagated in 
canine renal tissue cultures —(i) Inocu¬ 
lation of adult mice; test for adventitious 
agents. Each virus pool prepared from 
canine renal tissue cultures shall be 
shown to be free from contaminating 
agents pathogenic for mice by the test 
prescribed In subparagraph (1) (1) of 
this section for chick embryo virus pools. 
Test result standards are those pre¬ 
scribed therein. 

(ii) Inoculation of suckling mice. 
Suckling mice shall be inoculated as pre¬ 
scribed in § 73.1062(b) (2) for virus (live, 
attenuated) grown In canine renal 
tissue cultures. Test result standards 
are those prescribed therein. 

(ili) Inoculation of monkey tissue cell 
cultures. Monkey tissue cell cultures 
shall be inoculated as prescribed In 
§ 73.1062(a)(3) for virus (live, attenu¬ 
ated) grown in chick embryo tissue cul¬ 
tures. Test result standards are those 
prescribed therein. 

(lv) Inoculation of other cell cultures. 
Virus grown in canine renal tissue cul¬ 
tures shall be tested in rhesus or 
cynomolgus monkey kidney tissue, canine 
renal tissue and human tissue cell cul¬ 
tures as prescribed in § 73.1062(a) (3) for 
testing virus grown In chick embryo tis¬ 
sue cultures in cercopithecus monkey 
kidney tissue culture preparations. Test 
result standards are those prescribed 
therein. 
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(v) Inoculation of enibryonated 
chicken eggs. Embryonated chicken 
eggs shall be inoculated as prescribed 
in § 73.1062(a)(5) for virus (live, atten¬ 
uated) grown in chick embryo tissue 
cultures. Test result standards are 
those prescribed therein. 

(vi) [Reserved] 

(vii) Bacteriological test. Each virus 
pool shall be tested for sterility in ac¬ 
cordance with § 73.730. In addition each 
virus pool shall be tested for M. tuber¬ 
culosis, human, by appropriate culture 
methods. 

(viii) Test for adventitious agents. 
Each virus pool shall be tested for the 
presence of the adventitious agents 
enumerated in § 73.1062(b) (8) for virus 
(live, attenuated) grown in canine renal 
tissue cultures. Test result standards 
are those prescribed therein. 

(b) Inactivation of virus. The mea¬ 
sles virus shall be inactivated through 
the use of an agent or method which the 
manufacturer has demonstrated to be 
effective in inactivating a series of at 
least five consecutive lots of measles virus 
vaccine. If formaldehyde is used for in¬ 
activation, it shall be added to the virus 
suspension to a final concentration of 
U.S.P. formaldehyde solution of a least 
1:4,000. The inactivation shall be con¬ 
ducted under controlled conditions of pH 
and temperature. As an indication of 
inactivation, not less than two samples 
shall be removed at the time of inactiva¬ 
tion, and titrated in an appropriate tis¬ 
sue cell culture for viable measles virus. 
Regardless of the concentration of form¬ 
aldehyde or other inactivating agent 
used, the total inactivation period shall 
be not less than three times the period 
demonstrated by the manufacturer to 
be necessary to reduce the concentration 
of live virus to a point where no virus is 
detectable in a 5.0 ml. sample. 

(c) Tests after inactivation for vi - 
able measles virus and adventitious 
agents —(1) Test in tissue cultures. A 
sample representing the equivalent of at 
least 500 doses of final vaccine of each 
lot shall be rendered nontoxic for tissue 
culture cells and tested as follows: One 
half of the sample shall be tested in the 
same tissue culture system used for 
propagating the virus vaccine and one 
half of the sample shall be tested in 
primary cercopithecus monkey kidney 
tissue or another suitable cell line of 
demonstrated high susceptibility to 
measles virus, poliovirus, and SV«> or 
other adventitious viral agents. Each 
half of the sample shall be inoculated so 
that direct microscopic observation of 
the culture cells is possible under con¬ 
ditions which assure the growth of 
measles virus, poliovirus, and simian 
viruses which might have survived the 
inactivation procedure. After inocula¬ 
tion of the test sample, the tissue cultures 
shall be observed for at least 14 days. 
At the end of the observation period the 
fluids from all the culture bottles in a 
system shall be removed and pooled. At 
least two percent of each pool shall be 
subinoculated in the same cell system as 
that from which the pooled sample was 
drawn. The subcultures shall be ob¬ 
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served for a period of at least 14 days and 
examined for cell changes indicative of 
viral growth. The lot of final vaccine 
is satisfactory for measles virus vaccine 
only if none of the tissue culture tests 
show evidence of viable measles virus or 
any extraneous transmissible agents at¬ 
tributable to the vaccine. 

(2) Test in embryonated chicken eggs. 
For vaccine produced in chick embryo 
tissue culture, the equivalent of at least 
100 doses of each vaccine lot shall be 
tested in embryonated eggs by the allan¬ 
toic cavity route and of 100 doses by the 
yolk sac route of inoculation, using 0.5 
ml. of inoculum per egg, and found nega¬ 
tive for the presence of extraneous 
agents in the vaccine. 

(3) Test in monkeys for neurotropic 
agents. Each lot of vaccine shall be 
tested for neurotropic agents following 
the procedure prescribed in § 73.1002(e) 
except that antibody determinations for 
measles need not be performed, the test 
shall be performed before the product is 
placed in final containers and prior to 
the addition of an adjuvant, and that 
symptoms suggestive of all neurotropic 
agents shall be recorded during the ob¬ 
servation period of 17 to 19 days. The 
lot is satisfactory only if the histological 
and other studies produce no clinical or 
histological evidence of central nervous 
system involvement attributable to the 
presence of a neurotropic agent in the 
vaccine. 

§ 73.1083 Teat for potency. 

A potency test shall be performed on 
each lot of vaccine by determining the 
antigenic capacity of the vaccine under 
tests in comparison with a reference 
vaccine of antigenic capacity at least 
equal to that required for the clinical 
trials specified in 5 73.1081(h)(2). The 
test shall be performed using at least ten 
animals for each dilution of the test 
vaccine and of the reference vaccine. 
The average antibody levels of the 
animals injected with the vaccine under 
test shall equal or exceed the average 
antibody levels of the animals injected 
with the reference vaccine. 

§ 73.1081 General requirements. 

(a) [Reserved] 

(b) Extraneous protein. The final vac¬ 
cine shall have a protein nitrogen con¬ 
tent of less than 0.02 milligram per in¬ 
dividual human dose. 

(c) Dose. These standards are based 
on an Individual human dose of 1.0 ml. 
for a single injection. 

(d) [Reserved] 

(e) [Reserved] 

(f) Requirements for samples and 
protocols . For each lot of vaccine, the 
following material shall be submitted to 
the Director, Division of Biologies 
Standards, National Institutes of Health, 
Bethesda, Md. 20014: 

(1) A sample of 1,500 doses of the 
vaccine taken after the last stage of 
manufacture before the addition of 
preservative or adjuvant. 

(2) A sample of 100 doses of the final 
vaccine containing all preservatives. 


(3) A sample of 200 doses of the final 
vaccine in final labeled containers. 

(4) A protocol which consists of a 
summary of the history of the manufac¬ 
ture of each lot Including all results of 
each test for which test results are re¬ 
quested by the Director, Division of Bio¬ 
logies Standards. 

§ 73.1085 Equivalent method!*. 

Modification of any particular method 
of process or the conditions under which 
it is conducted as set forth in the ad¬ 
ditional standards relating to Measles 
Virus Vaccine, Inactivated, shall be per¬ 
mitted whenever the manufacturer pre¬ 
sents evidence that demonstrates the 
modification will provide assurances of 
the safety, purity, and potency of the 
vaccine that are equal to or greater than 
the assurances provided by such stand¬ 
ards, and the Director, National Insti¬ 
tutes of Health so finds a^a makes such 
finding a matter of official record. 

Mumps Virus Vaccine, Live 
§ 73.1100 The product. 

(a) Proper name and definition. The 
proper name of this product shall be 
Mumps Virus Vaccine, Live, which shall 
consist of a preparation of live, atten¬ 
uated mumps virus. 

(b) Criteria for acceptable strains of 
attenuated mumps virus. Strains of at¬ 
tenuated mumps virus used In the 
manufacture of vaccine shall be identi¬ 
fied by (1) historical records including 
origin and manipulation during atten¬ 
uation. (2) antigenic specificity as 
mumps virus as demonstrated by tissue 
culture neutralization tests. Strains used 
for the manufacture of Mumps Virus 
Vaccine, Live, shall have been shown to 
be safe and potent in at least 5.000 sus¬ 
ceptible Individuals by field studies with 
experimental vaccines. Susceptibility 
shall be shown by the absence of 
neutralizing or other antibodies against 
mumps virus, or by other appropriate 
methods. Seed virus used for vaccine 
manufacture shall be free of all demon¬ 
strable extraneous viable microbial 
agents. 

(c) Neurovirulence safety test of the 
virus seed strain in monkeys —(1) The 
test. A demonstration shall be made in 
monkeys of the lack of neurotropic prop¬ 
erties of the seed strain of attenuated 
mumps virus used in manufacture of 
mumps vaccine. For this purpose, vac¬ 
cine from each of the five consecutive 
lots (§ 73.1105) used by the manufac¬ 
turer to establish consistency of manu¬ 
facture of the vaccine, shall be tested in 
monkeys shown to be serologically nega¬ 
tive for mumps virus antibodies by fol¬ 
lowing the procedures in § 73.1060(c) U> 
or in § 73.1102(c). 

(2) Test results. The mumps virus seed 
has acceptable neurovirulence properties 
for use in vaccine manufacture if tor 
each of the five lots (I) 80 percent of the 
monkeys survive the observation period 
and (11) there is no clinical or histo- 
pathologlcal evidence of central nervous 
system involvement attributable to the 
replication of the virus. 


FEDERAL REGISTER, VOL 35, NO. 171—WEDNESDAY, SEPTEMBER 2, 1970 






(3) New seed lots — test for neuro- 
virulence . The neurovirulence properties 
of each new seed shall be tested as pre¬ 
scribed in subparagraphs (1) and (2) of 
this paragraph. Only seed lots which 
meet the neurovirulence requirement 
shall be used for mumps vaccine manu¬ 
facture. The test need not be repeated 
as long as the same seed lot of virus is 
used. 

§ 73.1101 Manufacture of Mumps Virus 
Vaccine, Live. 

(a) Virus cultures. Mumps virus shall 
be propagated in chick embryo cell cul¬ 
tures. The embryonated chicken eggs 
used as the source of chick embryo tissue 
for the propagation of mumps virus shall 
be derived from flocks certified or tested 
as prescribed in 1 73.1061(b). 

(b) NIH Reference Mumps Virus. An 
NIH Reference Mumps Virus, Live, shall 
be obtained from the Division of Bio¬ 
logies Standards as a control for correla¬ 
tion of virus titers. 

(c) Passage of virus strain in vaccine 
manufacture. Virus in the final vaccine 
shall represent no more than five cell 
culture passages beyond the passage 
used to perform the clinical trials 
(5 73.1100(b)) which qualified the man¬ 
ufacturer’s vaccine strain for license. 

(d) Cell culture preparation. Only 
primary cell cultures shall be used in 
the manufacture of mumps virus vac¬ 
cine. Continuous cell lines shall not be 
introduced or propagated in mumps 
virus vaccine manufacturing areas. 

(e) Control vessels. From the tissue 
used for the preparation of cell cultures 
for growing attenuated mumps virus, an 
amount of processed cell suspension 
equivalent to that used to prepare 500 
ml. of cell culture shall be used to pre¬ 
pare uninfected tissue control materials 
which shall be prepared and tested by 
following the procedures prescribed in 
73.1061(g). 

(f) Test samples. Test samples of 
mumps virus harvests or pools shall be 
withdrawn and maintained by follow¬ 
ing the procedures prescribed In 
5 73.1061(h). 

§73.1102 Test for safety. 

(a) Tests prior to clarification. Prior 
to clarification, the following tests shall 
be performed on each mumps virus pool 
prepared in chick embryo cell culture: 

(1) Inoculation of adult mice. The 
test shall be performed in the volume 
and following the procedures prescribed 
in 5 73.1062(a) (1), and the virus pool is 
satisfactory only if equivalent test re¬ 
sults are obtained. 

(2) Inoculation of suckling mice. The 
test shall be performed in the volume 
and following the procedures prescribed 
in 5 73.1062(a) (2), and the virus pool is 
satisfactory only if equivalent test results 
are obtained. 

(3) Inoculation of monkey cell cul¬ 
tures. A mumps virus pool shall be tested 
for adventitious agents in the volume 
and following the procedures prescribed 
in 5 73.1062(a) (3), and the virus pool is 
satisfactory only if equivalent test results 
are obtained. 
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(4) Inoculation of other cell cultures. 
The mumps virus pool shall be tested for 
adventitious agents in the volume and 
following the procedures prescribed in 
§ 73.1062(a) (3), in rhesus or cynomolgus 
monkey kidney, in whole chick embryo 
and in human cell cultures. In addition, 
each virus pool shall be tested in chick 
embryo kidney and in chick embryo liver 
in the same manner except that the 
volume tested in each cell culture shall 
be equivalent to 250 human doses or 25 
ml., whichever represents a greater 
volume. The mumps virus pool is satis¬ 
factory only if results equivalent to those 
in 5 73.1062(a)(3) are obtained. 

(5) Inoculation of embryonated 
chicken eggs. A neutralized suspension 
of each undiluted mumps virus pool shall 
be tested in the volume and following the 
procedures prescribed in § 73.1062(a) (5), 
and the virus pool is satisfactory only if 
there is no evidence of adventitious 
agents. 

(6) Bacteriological tests. In addition 
to the tests for sterility required pur¬ 
suant to § 73.730, bacteriological tests 
shall be performed on each mumps virus 
pool for the presence of M. tuberculosis, 
both avian and human, by appropriate 
culture methods. The virus pool is satis¬ 
factory only if found negative for M. 
tuberculosis, both avian and human. 

(7) Test for avian leucosis. If the cul¬ 
tures were not derived from a certified 
source and control fluids were not tested 
for avian leucosis, the vaccine shall be 
tested in the volume and following the 
procedures prescribed in § 73.1062(a) (8). 
The cultures are satisfactory for vaccine 
manufacture if found negative for avian 
leucosis. 

(b) Clarification. The mumps virus 
fluids shall be clarified by following the 
procedures prescribed in § 73.1062'c). 

(c) Test after clarification — Neuro¬ 
virulence safety test in monkeys for 
neurotropic agents. Before final dilution 
for standardization for live mumps virus 
content each lot of mumps vaccine shall 
be tested for neurotropic agents follow¬ 
ing the procedures prescribed in 
§ 73.1002(e) except that antibody deter¬ 
minations for mumps need not be per¬ 
formed. The test shall be performed be¬ 
fore the product is placed in final con¬ 
tainers and prior to the addition of an 
adjuvant, and symptoms suggestive of 
any neurotropic agent, including those 
suggestive of poliomyelitis, shall be 
recorded during the observation period 
of 17 to 19 days. The lot is satisfactory 
if the histological and other studies pro¬ 
duce no evidence of changes in the cen¬ 
tral nervous system attributable to the 
presence of an extraneous neurotropic 
agent in the vaccine. 

§73.1103 Potency lost. 

The concentration of live mumps 
virus shall constitute the measure of 
potency. The titration shall be performed 
in a suitable cell culture system, free of 
wild viruses, using either the Reference 
Mumps Virus, Live, or a calibrated equiv¬ 
alent strain as a titration control. The 
concentration of live mumps virus con¬ 
tained in the vaccine of each lot under 
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test shall be no less than the equivalent 
of 5,000 TCIDco of the reference virus per 
human dose. 

§73.1104 General requirements. 

(a) Final container tests. In addition 
to the tests required pursuant to § 73.760, 
an immunological and virological iden¬ 
tity test shall be performed on the final 
container if it was not performed on 
each pool or the bulk vaccine prior to 
filling. 

(b) Dose. These standards are based 
on an individual human immunizing 
dose of no less than 5,000 TCID*> of 
Mumps Virus Vaccine, Live, expressed in 
terms of the assigned titer of the Ref¬ 
erence Mumps Virus, Live. 

(c) Labeling. In addition to the items 
required by other applicable labeling 
provisions of this part, single dose con¬ 
tainer labeling for vaccine which is not 
protected against photochemical deteri¬ 
oration shall include a statement cau¬ 
tioning against exposure to sunlight. 

(d) Dried vaccine. Mumps Virus Vac¬ 
cine, Live, may be dried immediately 
after completion of processing to final 
bulk material and stored in the dried 
state provided its residual moisture and 
other volatile substances content is not 
in excess of 2 percent when tested as 
prescribed in 5 73.740(a). 

(e) Photochemical deterioration ; pro¬ 
tection. Mumps Virus Vaccine. Live, in 
multiple dose containers, shall be pro¬ 
tected against photochemical deteriora¬ 
tion in accordance with the procedures 
prescribed in 5 73.1064(g). 

(f) Samples and protocols. For each 
lot of vaccine, the following materials 
shall be submitted to the Director, Divi¬ 
sion of Biologies Standards, National 
Institutes of Health, Bethesda, Md. 
20014: 

(1) A protocol which consists of a 
summary of the history of manufacture 
of each lot including all results of each 
test for which test results are requested 
by the Director, Division of Biologies 
Standards. 

(2) A total of no less than a 500 ml. 
sample of bulk vaccine or an equivalent 
sample prior to addition of any preserva¬ 
tive, stabilizer or adjuvant, in the frozen 
state (—60° C.) prior to filling into final 
containers. 

(3) A total of no less than 200 rec¬ 
ommended human doses of the vaccine 
in final labeled containers. 

§ 73.1105 Clinical trials to qualify for 
license. 

To qualify for license, the antigenicity 
of Mumps Virus Vaccine, Live, shall be 
determined by clinical trials that follow 
the procedures prescribed in § 73.1065 
except that the immunogenic effect shall 
be demonstrated by establishing that a 
protective antibody response has oc¬ 
curred in at least 90 percent of each of 
the five groups of mumps susceptible 
individuals, each having received the 
parenteral administration of a virus vac¬ 
cine dose which is not greater than that 
which was demonstrated to be safe in 
field studies (5 73.1100(b)) when used 
under comparable conditions. 
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§73.1106 Equivalent methods. 

Modification of any particular manu¬ 
facturing method or process or the con¬ 
ditions under which it is conducted as 
set forth in the additional standards re¬ 
lating to Mumps Virus Vaccine. Live, 
shall be permitted whenever the manu¬ 
facturer presents evidence that demon¬ 
strates the modification will provide 
assurances of the safety, purity, and 
potency of the vaccine that are equal to 
or greater than the assurances provided 
by such standards, and the Director. Na¬ 
tional Institutes of Health so finds and 
makes such finding a matter of official 
record. 

Rubella Virus Vaccine, Live 
§ 73.1120 The product. 

(a) Proper name and definition. The 
proper name of this product shall be 
Rubella Virus Vaccine, Live, which shall 
consist of a preparation of live, attenu¬ 
ated rubella virus. 

<b) Criteria for acceptable strains of 
attenuated rubella xnrus . Strains of at¬ 
tenuated rubella virus used in the manu¬ 
facture of vaccine shall be identified by 

(1) historical records including origin 
and manipulation during attenuation 
and (2) antigenic specificity as rubella 
virus as demonstrated by tissue culture 
neutralization tests. 

(c) Extraneous agents. Seed virus used 
for vaccine manufacture shall be free of 
all demonstrable extraneous viable mi¬ 
crobial agents. 

(d) Field studies with experimental 
-vaccines. (1) Strains used for the manu¬ 
facture of Rubella Virus Vaccine, Live, 
shall have been shown in field studies 
with experimental vaccines to be safe 
and potent in the group of individuals 
inoculated, which must include at least 
10,000 susceptible individuals. Suscepti¬ 
bility shall be shown by the absence of 
neutralizing or hemagglutination-inhib¬ 
iting antibodies against rubella virus or 
by other appropriate methods. 

(2) The virus strain used in the field 
studies shall be propagated in the same 
cell culture system that will be used in 
the manufacture of the product. 

(3) The field studies shall be so con¬ 
ducted that at least 5,000 of the suscep¬ 
tible individuals must reside when 
Inoculated in areas where health related 
statistics are regularly compiled in ac¬ 
cordance with procedures such as those 
used by the National Center for Health 
Statistics. Data in such form as will 
identify each inoculated person shall be 
furnished to the Director, Division .of 
Biologies Standards. 

(4) Inoculated persons shall be shown 
not to be contagious for contacts through 
surveillance of rubella susceptible con¬ 
tacts of the inoculated persons. 

(e) Neurovirulence safety test of the 
virus seed strain in monkeys —(1) The 
test. A demonstration shall be made In 
monkeys of the lack of neurotropic prop¬ 
erties of the seed strain of attenuated 
rubella virus used in manufacture of 
rubella vaccine. For this purpose, vaccine 
from each of the five consecutive lots 
used by the manufacturer to establish 


RULES AND REGULATIONS 

consistency of manufacture of the vac¬ 
cine shall be tested in monkeys shown to 
be serologically negative for rubella virus 
antibodies by following the procedures 
prescribed in § 73.1060(c) (1) or § 73.1102 
(c). except that histologic examination 
shall be made of appropriate sections of 
the brain in addition to such examination 
of the spinal cord. 

(2) Test results. The rubella virus seed 
has acceptable neurovirulence properties 
for use in vaccine manufacture if for 
each of the five lots: (i) 80 percent of 
the monkeys survive the observation pe¬ 
riod and <ii) there is no clinical or his¬ 
topathologic evidence of central nervous 
system involvement attributable to the 
replication of the virus. 

(3) New seed lots—test for neuroviru¬ 
lence. The neurovirulence properties of 
each new seed shall be tested as pre¬ 
scribed in subparagraphs (1) and (2) of 
this paragraph. Only seed lots which 
meet the neurovirulence requirement 
shall be used for rubella vaccine manu¬ 
facture. The test need not be repeated 
as long as the same seed lot of virus is 
used. 

§73.1121 Production. 

(a) Virus cultures. Rubella virus shall 
be propagated in duck embryo cell cul¬ 
tures, canine renal cell cultures or rabbit 
renal cell cultures. 

(b) Virus propagated in duck embryo 
tissue cell cultures. Embryonated duck 
eggs used as a source of duck embryo tis¬ 
sue for the propagation of rubella virus 
shall be derived from flocks certified to 
be free of avian tuberculosis, the avian 
leucosis-sarcoma group of viruses and 
other agents pathogenic for ducks. Only 
ducks so certified and in overt good 
health and which are maintained in 
quarantine shall be used as a source of 
duck embryo tissue used in the propaga¬ 
tion of rubella virus. Ducks in the quar¬ 
antined flock that die shall be necropsied 
and examined for evidence of significant 
pathologic lesions. If any such signs or 
pathologic lesions are observed, eggs 
from that flock shall not be used for the 
manufacture of Rubella Virus Vaccine, 
Live. Control vessels shall be prepared, 
observed and tested as prescribed in 
§ 73.1061(g). 

(c) Virus propagated in canine renal 
tissue cell cultures . When canine renal 
cell cultures are used for the propagation 
of rubella virus the renal tissue shall be 
obtained from dogs meeting the require¬ 
ments specified in 5 73.1061(c). Control 
vessels shall be prepared, observed and 
tested as prescribed in § 73.1061(g). 

(c-1) Virus propagated in rabbit renal 
tissue cell cultures. Only rabbits in overt 
good health which have been maintained 
in quarantine individually caged in ver¬ 
min-proof quarters for a minimum of 6 
months, having had no exposure to other 
rabbits or animals throughout the quar¬ 
antine period, or rabbits born fcc rabbits 
while so quarantined, provided the 
progeny have been kept in the same type 
of quarantine continuously from birth 
shall be used as a source of kidney tissue. 
Animals shall be free of antibodies for 
agents potentially pathogenic for man 


unless it has been demonstrated in the 
license application that the tests required 
by § 73.1122(b-1) to be performed on 
each lot of vaccine are capable of detect¬ 
ing contamination of agents capable of 
producing such antibodies. 

(1) Rabbits used for experimental 
purposes. Rabbits that have been used 
previously for experimental or testing 
purposes with microbiological agents 
shall not be used as a source of kidney 
tissue in the production of vaccine. 

(2) Quarantine and necropsy. Each 
rabbit shall be examined periodically 
during the quarantine period as well as 
at the time of necropsy under the direc¬ 
tion of a qualified pathologist, physician 
or veterinarian having experience with 
diseases of rabbits, for the presence of 
signs or symptoms of ill health, particu¬ 
larly for evidence of tuberculosis, myxo¬ 
matosis, fibromatosis, rabbit pox. and 
other diseases indigenous to rabbits. If 
there are any such signs, symptoms or 
other significant pathological lesions ob¬ 
served, tissues from that colony shall 
not be used in the production of vaccine. 

(3) Control vessels. Control vessels 
shall be prepared, observed and tested 
as prescribed in 5 73.1061(g). 

(d) Reference Rubella Virus. A Refer¬ 
ence Rubella Virus, Live, shall be ob¬ 
tained from the Division of Biologies 
Standards as a control for correlation of 
virus titers. 

(e) Passage of virus strain in vaccine 
manufacture. Virus in the final vaccine 
shall represent no more than five cell 
culture passages beyond the passage used 
as the seed strain for the manufacture of 
the vaccines used to perform the field 
studies (5 73.1120(d)), which qualified 
the manufacturer’s vaccine strain for 
license. 

(f) Cell cultures in vaccine production 
areas. Only the cell cultures used in the 
propagation of rubella virus vaccine shall 
be introduced into rubella virus vaccine 
production areas. 

(g) Test samples. Test samples of ru¬ 
bella virus harvests or pools shall be 
withdrawn and maintained by follow¬ 
ing the procedures prescribed in 
§ 73.1061(h). 

§73.1122 Test for safety. 

(a) Tests prior to clarification of vac¬ 
cine manufactured in duck embryo cell 
cultures. Prior to clarification, the fol¬ 
lowing tests shall be performed on each 
rubella virus pool prepared in duck em¬ 
bryo cell cultures: 

(1) Inoculation of adult mice. The 
test shall be performed in the volume and 
following the procedures prescribed in 
5 73.1062(a)(1), and the virus pool is 
satisfactory only if equivalent test results 
are obtained. 

(2) Inoculation of suckling mice. The 
test shall be performed in the volume 
and following the procedures prescribed 
in § 73.1062(a) (2). and the virus pool is 
satisfactory only if equivalent test re¬ 
sults are obtained. 

(3) Inoculation of monkey tissue cell 
cultures. A rubella virus pool shall be 
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tested for adventitious agents in the vol¬ 
ume and following the procedures pre¬ 
scribed in § 73.1062(a)(3), except that 
the virus need not be neutralized by anti¬ 
serum. The rubella virus pool is satis¬ 
factory only if equivalent test results are 
obtained. 

(4) Inoculation of other cell cultures. 
The rubella virus pool shall be tested for 
adventitious agents in the volume and 
following the procedures prescribed in 
§ 73.1062(a) (3), in rhesus or cynomolgus 
monkey kidney, in chick embryo, duck 
embryo, and in human cell cultures, ex¬ 
cept that the virus need not be neutral¬ 
ized by antiserum. The rubella virus pool 
is satisfactory only if results equivalent 
to those in § 73.1062(a) (3) are obtained. 

(5) Inoculation of embryonated 
chicken eggs. A suspension of each undi¬ 
luted rubella virus pool shall be tested 
in the volume and following the proced¬ 
ures prescribed in § 73.1062(a) (5) except 
that the virus need not be neutralized by 
antiserum. The virus pool is satisfactory 
only if there is no evidence of adventi¬ 
tious agents. 

(6) Inoculation of embryonated duck 
eggs. A suspension of each undiluted ru¬ 
bella virus pool shall be tested in em¬ 
bryonated duck eggs, in the volume and 
following the procedures prescribed in 
5 73.1062(a)(5) except that the virus 
need not be neutralized by antiserum. 
The virus pool is satisfactory only if 
there is no evidence of adventitious 
agents. 

(7) Bacteriological tests. In addition 
to the tests for sterility required pursu¬ 
ant to § 73.730, bacteriological tests shall 
be performed on each rubella virus pool 
for the presence of M. tuberculosis, both 
avian and human, by appropriate culture 
methods. The virus pool is satisfactory 
only if found negative for M. tubercu¬ 
losis, both avian and human. 

(8) Test for avian leucosis. The vac¬ 
cine shall be tested for avian leucosis, in 
the volume and following the procedures 
prescribed in 5 73.1062(a)(8). The cul¬ 
tures are satisfactory for vaccine manu¬ 
facture if found negative for avian 
leucosis. 

(9) Inoculation of cell cultures and 
embryonated eggs after neutralization of 
the virus with antiserum. Each of the 
tests prescribed in subparagraphs (3), 

(4), (5), and (6) of this paragraph shall 
be carried out also with rubella virus 
that has been neutralized by the addition 
of high titer antiserum of nonhuman, 
nonslmian and nonavian origin except 
that the volume of virus suspension of 
each undiluted virus pool tested shall 
be no less than 5 ml. The rubella anti¬ 
serum shall have been prepared by using 
a rubella virus propagated in a cell 
culture system other than that used 
for the manufacture of the vaccine 
under test, and the cell culture system 
shall be free of extraneous agents which 
ndght elicit antibodies that could in¬ 
hibit growth of any known extraneous 
agents which might be present in the 
vaccine under test. These tests may be 
performed either before or after clarifi¬ 
cation of the virus. The virus pool is 
satisfactory only if the results obtained 
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are equivalent to those required in those 
subparagraphs. 

(b) Tests prior to clarification of vac¬ 
cine manufactured in canine renal cell 
cultures. Prior to clarification each 
rubella virus pool prepared in canine 
renal cell cultures shall be tested as 
follows: 

(1) Inoculation of adult mice. The test 
shall be performed In the volume and 
following the procedures prescribed in 
5 73.1062(a)(1), and the virus pool is 
satisfactory only if equivalent test results 
are obtained. 

(2) Inoculation of suckling mice . The 
test shall be performed in the volume 
and following the procedures prescribed 
in § 73.1062(b) (2), and the virus pool is 
satisfactory only if equivalent test results 
are obtained. 

(3) Inoculation of monkey tissue cell 
cultures. The test shall be performed in 
tlie volume and following the procedures 
prescribed in 5 73.1062(a)(3). except 
that the virus need not be neutralized by 
antiserum. The rubella virus pool is 
satisfactory only if equivalent test results 
are obtained. 

(4) Inoculation of other cell cultures. 
The tests shall be performed in the 
volume and following the procedures 
prescribed in § 73.1062(a) (3, in rhesus 
or cynomolgus monkey kidney tissue, 
canine renal tissue and human tissue cell 
cultures, except that the virus need not 
be neutralized by antiserum. The rubella 
virus pool is satisfactory only if equiva¬ 
lent test results are obtained. 

(5) Inoculation of embryonated 
chicken eggs. The tests shall be per¬ 
formed in the volume and following the 
procedures prescribed in § 73.1062(a) (5) 
except that the virus need not be neu¬ 
tralized by antiserum. The rubella virus 
pool is satisfactory only if equivalent 
test results are obtained. 

(6) Bacteriological tests. In addition 
to the tests for sterility required pursu¬ 
ant to § 73.730, bacteriological tests shall 
be performed on each rubella virus pool 
for the presence of M. tuberculosis, 
human, by appropriate culture methods. 
The rubella virus pool is satisfactory only 
if found negative for M. tuberculosis, 
human. 

(7) Tests for adventitious agents. 
Tests shall be performed for the presence 
of adventitious agents as prescribed in 
5 73.1062(b)(8), and the rubella virus 
pool is satisfactory only if equivalent test 
results are obtained. 

(8) Inoculation of cell cultures and 
embryonated eggs after neutralization of 
the virus with antiserum. Each of the 
tests prescribed in subparagraphs (3), 
(4), and (5) of this paragraph shall be 
carried out also with rubella virus that 
has been neutralized following the pro¬ 
cedures and in the volume prescribed in 
paragraph (a) (9) of this section. The 
virus pool is satisfactory only if the re¬ 
sults obtained are equivalent to those re¬ 
quired by that subparagraph. 

(b-1) Tests prior to clarification of 
vaccine manufactured in rabbit renal 
cell cultures. Prior to clarification each 
rubella virus pool prepared in rabbit 
renal cell cultures shall be tested as 
follows: 
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(1) Inoculation of adult mice. The test 
shall be performed in the volume and 
following the procedures prescribed in 
5 73.1062(a)(1), and the virus pool is 
satisfactory only if equivalent test results 
are obtained. 

(2) Inoculation of suckling mice. The 
test shall be performed in the volume 
and following the procedures prescribed 
in § 73.1062(a) (2), and the virus pool is 
satisfactory only if equivalent test re¬ 
sults are obtained. 

(3) Inoculation of monkey tissue cell 
cultures. A rubella virus pool shall be 
tested for adventitious agents in the 
volume and following the procedures 
prescribed in 5 73.1062(a)(3), except 
that the virus need not be neutralized by 
antiserum. The rubella virus pool is satis¬ 
factory only if equivalent test results are 
obtained. 

(4) Inoculation of other cell cultures. 
The tests shall be performed in the vol¬ 
ume and following the procedures pre¬ 
scribed in 5 73.1062(a)(3) in rhesus or 
cynomolgus monkey kidney tissue, rab¬ 
bit renal tissue and human tissue cell 
cultures, except that the virus need not 
be neutralized by antiserum. The rubella 
virus pool is satisfactory only if equiva¬ 
lent test results are obtained. 

(5) Inoculation of embryonated 
chicken eggs . A suspension of each un¬ 
diluted rubella virus pool shall be 
tested in the volume and following the 
procedures prescribed in § 73.1 u62(a) (5) 
except that the virus need not be neutral¬ 
ized by antiserum. The virus pool is satis¬ 
factory only if there is no evidence of 
adventitious agents. 

(6) Inoculation of rabbits. A minimum 
of 15 ml. of each virus pool shall be tested 
by inoculation into at least five healthy 
rabbits, each weighing 1500-2500 grams. 
Each, rabbit shall be injected intrader- 
mally in multiple sites with a total of 
1.0 ml. and subcutaneously with 2.0 ml., 
of the virus pool, and the animals ob¬ 
served for at least 30 days. Each rabbit 
that dies after the first 24 hours of the 
test or is sacrificed because of illness shall 
be necropsied and the brain and organs 
removed and examined. The virus pool 
is satisfactory only if at least 80 percent 
of the rabbits remain healthy and survive 
the entire period and if all the rabbits 
used in the test fail to show* lesions of 
any kind at the sites of inoculation and 
fail to show evidence of any viral 
infection. 

(7) Inoculation of guinea pigs. Each of 
at least five guinea pigs, each weighing 
350-450 grams, shall be inoculated intra- 
cerebrally with 0.1 ml. and intraperitone- 
ally with 5 ml. of the undiluted virus pool. 
The animals shall be observed for at least 
42 days. Each animal that dies after the 
first 24 hours of the test or is sacrificed 
because of illness, shall be necropsied. All 
remaining animals shall be sacrificed and 
necropsied at the end of the observation 
period. The virus pool is satisfactory 
only if at least 80 percent of all animals 
remain healthy and survive the observa¬ 
tion period and if all the animals used in 
the test fail to show evidence of infection 
with M. tuberculosis or any viral 
infection. 
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(8) Bacteriological tests . In addition 
to the tests for sterility required pursu¬ 
ant to § 73.730, bacteriological tests shall 
be performed on each rubella virus pool 
for the presence of M. tuberculosis, 
human, by appropriate culture methods. 
The rubella virus pool is satisfactory only 
if found negative for M. tuberculosis, 
human. 

(9) Tests for adventitious agents . Each 
virus pool shall be tested for the presence 
of such known adventitious agents of 
rabbits as toxoplasma, encephalitozoon, 
herpes cuniculi, the vacuolating virus of 
rabbits, rabbit syncytial virus, myxo- 
viruses and reoviruses. The virus pool is 
satisfactory only if the results of all tests 
show no evidence of any extraneous 
agent attributable to the rabbit renal 
tissue or the vaccine. 

(10) Inoculation of cell cultures and 
embryonated eggs after neutralization of 
the virus with antiserum. Each of the 
tests prescribed in subparagraphs (3), 
(4), and (5) of this paragraph shall be 
carried out also with rubella virus that 
has been neutralized by the addition of 
high titer antiserum of nonhuman, non¬ 
simian and nonrabbit origin following 
the procedures and in the volume pre¬ 
scribed in paragraph (a)(9) of this sec¬ 
tion. The virus pool is satisfactory only 
if the results obtained are equivalent to 
those required by that paragraph. 

(c) Clarification. The rubella virus 
fluids shall be clarified by following the 
procedures prescribed in § 73.1062<c). 

(d) Test after clarification-neurovir¬ 
ulence safety test in monkeys for neuro¬ 
tropic agents. Before final dilution for 
standardization for live rubella virus con¬ 
tent each lot of rubella vaccine shall be 
tested for neurotropic agents following 
the procedures prescribed in § 73.1002(e) 
except that appropriate sections of the 
brain and spinal cord shall be examined 
histologically. The test shall be per¬ 
formed before the product is placed in 
final containers and prior to the addi¬ 
tion of an adjuvant. Signs suggestive of 
any neurotropic agent shall be recorded 
during the observation period of 17 to 19 
days. The lot is satisfactory if the his¬ 
tologic examinations and other studies 
produce no evidence of changes in the 
central nervous system attributable to 
the presence of an extraneous neuro¬ 
tropic agent in the vaccine. 

§ 73.1123 Potency tost. 

The concentration of live rubella virus 
shall constitute the measure of potency. 
The titration shall be performed in a 
suitable cell culture system, using either 
the Reference Rubella Virus, Live, or a 
calibrated equivalent strain as a titra¬ 
tion control. The concentration of live 
rubella virus contained in the vaccine of 
each lot under test shall be no less than 
the equivalent of 1,000 TCIDm of the ref¬ 
erence virus per human dose. 

§73.1121 General requirements. 

(a) Final container tests. In addition 
to the tests required pursuant to § 73.760, 
an immunological and virological iden¬ 
tity test shall be performed on the final 
container if it was not performed on 
each pool or on the bulk vaccine prior to 
filling. 
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(b) Dose. These standards are based 
on an individual human immunizing dose 
of no less than 1,000 TCIDw of Rubella 
Virus Vaccine, Live, expressed in terms 
of the assigned titer of the Reference 
Rubella Virus, Live. 

(c) Labeling. In addition to the items 
required by other applicable labeling pro¬ 
visions of this part, single dose container 
labeling for vaccine w'hich is not pro¬ 
tected against photochemical deteriora¬ 
tion shall include a statement cautioning 
against exposure to light. 

(d) Photochemical deterioration; pro¬ 
tection. Rubella Virus Vaccine, Live, in 
multiple dose containers, shall be pro¬ 
tected against photochemical deteriora¬ 
tion in accordance with the procedures 
prescribed in § 73.1064(g). 

(e) Samples; protocols; official re¬ 
lease. For each lot of vaccine, the follow¬ 
ing shall be submitted to the Director, 
Division of Biologies Standards, Na¬ 
tional Institutes of Health, Bethesda, 
Md. 20014: 

(1) A protocol which consists of a 
summary of the history of the manufac¬ 
ture of each lot including all results of 
each test for which test results are re¬ 
quested by the Director, Division of Bio¬ 
logies Standards. 

(2) A total of no less than 120 ml. in 
10 ml. volumes, in a frozen state (—60° 
C.), of preclarification bulk vaccine con¬ 
taining no preservative or adjuvant, and 
no less than 100 ml. in 10 ml. volumes, in 
a frozen state (—60° C.), of postclarifica¬ 
tion bulk vaccine containing stabilizer 
but no preservative or adjuvant, taken 
prior to filling into final containers. 

(3) A total of no less than 200 recom¬ 
mended doses of the vaccine in final la¬ 
beled containers distributed equally be¬ 
tween the number of fillings made from 
each bulk lot, except that the represen¬ 
tation of a single filling shall be no less 
than 30 single dose final containers or 
six multiple dose final containers. 

The product shall not be issued by the 
manufacturer until notification of offi¬ 
cial release of the lot is received from 
the Director, Division of Biologies 
Standards. 

§ 73.1 125 Clinical trials to qualify for 
license. 

To qualify for license, the antigenicity 
of Rubella Virus Vaccine, Live, shall be 
determined by clinical trials that follow 
the procedures prescribed in § 73.1065 
except that the immunogenic effect shall 
be demonstrated by establishing that a 
protective antibody response has oc¬ 
curred in at least 90 percent of each of 
the five groups of rubella susceptible in¬ 
dividuals, each having received the 
parenteral administration of a virus vac¬ 
cine dose which is not greater than that 
which was demonstrated to be safe in 
field studies when used under compara¬ 
ble conditions. 

§73.1126 Equivalent methods. 

Modification of any particular manu¬ 
facturing method or process or the con¬ 
ditions under which it is conducted as set 
forth in the additional standards relat¬ 
ing to Rubella Virus Vaccine, Live, shall 


be permitted whenever the manufacturer 
presents evidence that demonstrates the 
modification will provide assurances of 
the safety, purity, and potency of the 
vaccine that are equal to or greater than 
the assurances provided by such stand¬ 
ards, and the Director, National Insti¬ 
tutes of Health so finds and makes such 
finding a matter of official record. 

Subpart C —Additional Standards for 

Diagnostic Substances for Dermal 

Tests 

Diphtheria Toxin for Schick Test 
§ 73.2000 Proper name and definition. 

The proper name of this product shall 
be Diphtheria Toxin for Schick Test, 
which shall be a preparation of a diph¬ 
theria toxin obtained from the growth of 
Corynebacterium diphtheriae. 

§ 73.2001 U.S. Standard preparation. 

The U.S. Standard Diphtheria Toxin 
for Schick Test shall be used to deter¬ 
mine the Schick test dose of the product. 
The Schick test dose of the standard is 
that amount of the standard, when 
mixed with 0.001 unit of the U.S. Stand¬ 
ard Diphtheria Antitoxin and injected 
intradermally in a guinea pig, will in¬ 
duce an erythematous reaction of 10 mm. 
in diameter. 

§ 73.2002 Production of Diphtheria 
Toxin for Schick Test. 

(a) Propagation of bacteria. The cul¬ 
ture medium for propagation of the 
Corynebacterium diphtheriae for prepa¬ 
ration of the parent toxin shall not con¬ 
tain ingredients known to be capable of 
producing allergenic effects in human 
subjects. 

(b) The parent toxin. Diphtheria 
Toxin for Schick Test shall be prepared 
from a parent toxin which has been dem¬ 
onstrated to be stable and which contains 
no less than 400 minimum lethal doses 
per milliliter or 400,000 minimum reac¬ 
tion doses per milliliter. A minimum 
lethal dose is the smallest amount of 
toxin that will kill a guinea pig weighing 
approximately 250 gm. on the fourth day 
after its subcutaneous injection. A mini¬ 
mum reaction dose is that amount of 
toxin which when injected intradermally 
into a guinea pig induces an erythema¬ 
tous reaction 10 mm. in diameter. 

§ 73.2003 Potency test. 

The dermal reactivity of each lot of 
the product shall be determined from the 
results of simultaneous guinea pig in- 
tradermal potency tests of the product 
under test and of the standard. The test 
shall be performed as follows: 

(a) Guinea pigs. At least four healthy 
female guinea pigs shall be used, all of 
the same strain and each of a size that 
will permit a random distribution of 
eight intradermal injections. The hair 
shall be removed from the back and both 
sides of each guinea pig without pro¬ 
ducing abrasions of the skin. The de¬ 
nuded skin of each animal shall be sec¬ 
tioned into four equal areas at right an¬ 
gles to the vertebral column to provide 
two injection sites in each of the four 
areas, one on each side of the vertebra. 
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The test is not valid if the guinea pigs do 
not show a graded response to the graded 
dilutions of the Schick test dose of the 
standard toxin. 

(b) Preparation of the test doses. Four 
dilutions, two of the product under test 
and two of the U.S. Standard Diptheria 
Toxin for Schick Test, shall be prepared 
in sterile buffered saline pH 7.4 contain¬ 
ing 0.2 percent gelatin. The low and high 
dilutions of the standard shall be those 
amounts of a Schick test dose of the 
standard which in a dose of 0.1 ml. are 
capable of eliciting graded erythematous 
dermal reactions between 10 mm. and 
20 mm. in diameter. The low and high 


dilutions of the Schick test dose of the 
toxin under test shall be the same as 
those of the standard toxin and estimated 
to have the same dermal reactivity. 

(c) Inoculation . The low and high 
dilutions pf the product (chart designa¬ 
tion P L and P H ) and the low and high 
dilutions of the standard (chart desig¬ 
nations Sl and Sn) shall be injected in- 
tradermally in a volume of 0.1 ml. into 
each of the four guinea pigs according to 
either the following scheme, or in an¬ 
other scheme, provided it will permit 
comparable randomization of injection 
sites: 


Guinea Pig Number 

Area 


1 


2 

3 



4 


Left 

Right 

Left 

Right 

Left 

Right 

Left 

Right 

JL. 

Sl 

8l 

8a 

Bh * 

Pl 

Pl 

Pa 

Ph 


8b 

Sn 

Sl 

Sl 

Pb 

Ph 

Pi. 

Pl 

0 _- __ _ 

Pl 

Pl 

Ph 

Ph 

Sl 

8l 

Sn 

Sm 

D -- 

Pa 

Ph 

Pl 

Pl 

8a 

Bh 

Sl 

Sl 


(d) Calculation of test results. Be¬ 
tween 40 and 66 hours following injec¬ 
tion, a diameter of the reaction for each 
injection site shall be calculated by av¬ 
eraging two diameters of the reaction 
measured at right angles to each other. 
The average reaction for each dilution 
for each animal shall be determined, 
then the average diameters of the reac¬ 
tions of all of the guinea pigs for each 
dilution shall be calculated. The ratios 
of the reactions are determined by divid¬ 
ing the average diameter of the low dilu¬ 
tion of the product under test by the 
average diameter of the low dilution of 
the standard and by dividing the average 
diameter of the high dilution of the prod¬ 
uct by the average diameter of the high 
dilution of the standard. 

(e) Potency requirement. The potency 
of the product under test is satisfactory if 
each calculated ratio of the reactions of 
the product under test and of the stand¬ 
ard is 1.0. The potency of the lot under 
test is considered to be equal to that of 
the standard if the ratios are not lower 
than 0.77 or higher than 1.30, provided 
that in a single test the ratios are sub¬ 
stantially the same. 

§ 73.2004 Stability test. 

A sample of each lot of the product 
shall be held at 37* C. for not less than 
24 hours and then tested for potency as 
prescribed in § 73.2003. The stability of 
the product is satisfactory if test results 
of the sample meet the potency require¬ 
ment prescribed in § 73.2003(e). 

§ 73.2003 Samples; protocols; official 
release. 


For each lot of the product, the follow 
mg material shall be submitted to the D1 
rector, Division of Biologies Standards: 

to) A protocol which consists of i 
summary of the history of manufactur 
or each lot including all results of al 
k St tu 0r w kich test results are requeste< 

StandarcE ireCt0r# Divlsion of Biol °ste 

rvfiu* A sam Pte of no less than 20 ml 
oi the product 


No lot of the product shall be issued by 
the manufacturer until notification of 
official release is received from the Direc¬ 
tor, Division of Biologies Standards. 

§ 73.2006 Equivalent methods. 

Modification of any particular manu¬ 
facturing method or process or the condi¬ 
tions under which it is conducted as set 
forth in the additional standards relating 
to Diphtheria Toxin for Schick Test, shall 
be permitted whenever the manufacturer 
presents evidence that demonstrates the 
modification will provide assurances of 
the safety, purity, and potency of the 
product that are equal to or greater than 
the assurances provided by such stand¬ 
ards, and the Director, National Insti¬ 
tutes of Health, so finds and makes such 
findings a matter of official record. 

Tuberculin 

§ 73.2020 Proper name and definition. 

The proper name of this product shall 
be Tuberculin, which shall be a prepara¬ 
tion derived from Mycobacterium tuber¬ 
culosis or M. Bovis . 

§ 73.2021 U.S. Standard preparations. 

(a) The U.S. Standard Tuberculin, 
Old, shall be used for determining the 
potency of nonfractionated tuberculins, 
as prescribed in § 73.2023. One U.S. Tu¬ 
berculin unit is 0.1 ml. of a 1:10,000 dilu¬ 
tion of this standard. 

(b) The U.S. Standard Tuberculin, 
Purified Protein Derivative, shall be used 
in determining the potency of tubercu¬ 
lins made from protein fractions, as pre¬ 
scribed in | 73.2023. One U.S. Tuberculin 
unit is 0.1 ml. of a 1: 5,000 dilution of this 
standard. 

§ 73.2022 Production. 

(a) Propagation of mycobacteria. The 
medium used for production of mycobac¬ 
teria shall not contain ingredients known 
to be capable of producing allergenic 
effects in human subjects. 

(b) Tests for viable mycobacteria. The 
culture filtrate from each strain in its 
most concentrated form shall be shown 


to be free of viable mycobacteria by the 
following tests: 

(1) Animal test. A 1.0 ml. sample of 
the filtrate shall be injected intraperi- 
toneally into each of at least three 
healthy guinea pigs weighing between 
300 and 400 gm. At least two-thirds of 
the animals must survive an observa¬ 
tion period of at least 6 weeks and must 
show a normal weight gain. After the ob¬ 
servation period the animals shall be 
necropsied and examined for signs in¬ 
dicative of tuberculosis except that ani¬ 
mals that die during the observation 
period shall be necropsied and examined 
as soon as feasible after death. The 
filtrate is satisfactory for Tuberculin 
manufacture if none of the animals in 
the test show evidence of tuberculosis 
infection. 

(2) Culture test. A 2.0 ml. sample of 
the filtrate shall be inoculated onto 
Ldwenstein-Jensen's egg medium or 
other media demonstrated to be equally 
capable of supporting growth. A control 
test on the culture medium shall be con¬ 
ducted simultaneously with the sample 
under test and shall be shown to be capa¬ 
ble of supporting the growth of small 
numbers of the production strain (s). All 
the test vessels shall be incubated at a 
suitable temperature for a period of 6 
weeks under conditions that will pre¬ 
vent drying of the medium, after which 
the cultures shall be examined for evi¬ 
dence of mycobacterial colonies. The 
filtrate is satisfactory for Tuberculin 
manufacture if the test shows no evi¬ 
dence of mycobacteria. 

§ 73.2023 Potency test. 

The potency of each lot of Tuberculin 
shall be estimated from a comparison of 
the responses obtained by the intra- 
dermal injection into sensitized guinea 
pigs weighing over 500 gm. of a sample 
of the lot under test and of the appro¬ 
priate standard preparation. The U.S. 
Standard Tuberculin, Old, shall be used 
in determining the potency of tuberculins 
made from the concentrated filtrate of 
the soluble products of the growth of the 
mycobacteria. The U.S. Standard Tuber¬ 
culin, Purified Protein Derivative, shall 
be used in determining the potency of 
tuberculins made from protein fraction 
of the soluble products of the growth of 
the mycobacteria. The test shall be per¬ 
formed as follows: 

(a) Sensitization of test animals. At 
least four white guinea pigs shall be 
sensitized with M. tuberculosis or M . 
bovis. The degree of sensitivity shall be 
such that an intradermal injection of 
one U.S. unit of the appropriate standard 
preparation will produce in each test 
animal an erythematous reaction ap¬ 
proximately 100 mm 5 within 18-24 hours. 

(b) Test Procedure. The hair shall 
be removed from both sides of the sen¬ 
sitized test animals without producing 
abrasions of the skin. Dilutions of the 
standard containing 0.5, 1, 2, and 4 U.S. 
units in the test dose of 0.1 ml. and four 
comparable levels of activity of the lot 
under test shall be injected intradermally 
into opposite and parallel sites of each 
animal. Only three dilutions need be used 
when the initial concentration of the lot 
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under test does not contain four units 
in 0.1 ml. Within 18-24 hours following 
injection, measurements of the greater 
and lesser diameters of erythema meas¬ 
ured to the closest millimeter shall be 
made at each site. The mean value of the 
product of the diameters for each dilu¬ 
tion shall be calculated. The number of 
U.S. units in the lot under test shall be 
estimated from its relationship to the 
reactivity of the appropriate standard 
preparation. 

(c) Potency. The potency of the lot is 
satisfactory if the test results are within 
limits, as follows: 

(1) Products for Mantoux testing. 
±20 percent of the labeled U.S. units. 

(2) Liquid products for multiple punc¬ 
ture testing. ±20 percent of the U.S. 
units claimed by the manufacturer in the 
license application. 

(3) Products dried on multiple punc¬ 
ture devices . ±50 percent of the U.S. 
units claimed by the manufacturer in the 
license application. 

§ 73.2024 General requirements. 

(a) General safety. Each lot of Tuber¬ 
culin shall be tested for safety as pre¬ 
scribed in § 73.720, except that the sample 
of tuberculin from multiple puncture de¬ 
vices shall be obtained by removing the 
tuberculin in a manner that will permit 
the injection of material from at least 
five devices into each of two guinea pigs 
and from at least two devices into each of 
two mice. 

(b) Labeling. In addition to complying 
with all other applicable labeling provi¬ 
sions of this part, the package label shall 
state the following: 

(1) For Tuberculin for Mantoux test¬ 
ing, the number of U.S. units <TU) per 
dose. 

(2) For Tuberculin for multiple punc¬ 
ture testing, a statement indicating that 
the activity per test is comparable to a 
stated number of U.S. units (TU) admin¬ 
istered by the Mantoux method. 

(3) The applicable type of Tuberculin 
placed immediately following and of no 
less prominence than the proper name, 
as follows: 

(i) "Old,” or 

(ii) "Purified Protein Derivative” or 
"PPD.” 

(c) Samples; protocols; official re¬ 
lease. For each lot of Tuberculin the fol¬ 
lowing shall be submitted to the Director, 
Division of Biologies Standards, National 
Institutes of Health, Bethesda, Md. 
20014: 

(1) A protocol which consists of a 
summary of the history of manufacture 
of each lot including all results of each 
test for which test results are requested 
by the Director, Division of Biologies 
Standards. 

(2) Tuberculin distributed on a multi¬ 
ple puncture device, as follows: 

(i) A total of no less than 100 devices. 

(ii) A total of no less than 20 ml. of 
bulk tuberculin. 

(3) A total of no less than 20 ml. of 
liquid tuberculin. 

(4) Sufficient dried tuberculin in final 
containers so that upon reconstitution 
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as recommended in labeling it will yield 
at least 20 ml. 

The product shall not be issued by the 
manufacturer until notification of official 
release of the lot is received from the 
Director, Division of Biologies Standards. 

§ 73.2025 Equivalent method*. 

Modification of any particular method 
or process or the conditions under which 
it is conducted as set forth in the addi¬ 
tional standards relating to Tuberculin, 
shall be permitted whenever the manu¬ 
facturer presents evidence that demon¬ 
strates the modification will provide as¬ 
surances of the safety, purity, and po¬ 
tency of the product that are equal to or 
greater than the assurances provided by 
such standards, and the Director, Na¬ 
tional Institutes of Health, so finds and 
makes such finding a matter of official 
record. 

Subpart D—Additional Standards for 
Blood and Blood Products 

Whole Blood (Human) 

§ 73.3000 Proper name and definition. 

The proper name of this product shall 
be Whole Blood (Human). Whole Blood 
(Human) is defined as blood collected 
from human donors for transfusion to 
human recipients. 

§ 73.3001 Suitability of donor. 

(a) Method of determining. The suit¬ 
ability of a donor as a source of Whole 
Blood (Human) shall be determined by a 
qualified physician or by persons under 
his supervision and trained in determin¬ 
ing suitability. Such determination 
shall be made on the day of collection 
from the donor by means of medical his¬ 
tory, a test for hemoglobin level, and 
such physical examination as appears 
necessary to a physician who shall be 
present on the premises when examina¬ 
tions are made, except that the suitability 
of donors may be determined when a 
physician is not present on the premises, 
provided the establishment (1) main¬ 
tains on the premises, and files with the 
Division of Biologies Standards, a manual 
of standard procedures and methods, ap¬ 
proved by the Director of the Division of 
Biologies Standards, that shall be fol¬ 
lowed by employees who determine suit¬ 
ability of donors, and (2) maintains rec¬ 
ords indicating the name and qualifica¬ 
tions of the person immediately in charge 
of the employees who determine the suit¬ 
ability of donors when a physician is not 
present on the premises. 

(b) Qualifications of donor; general. 
Except as provided in paragraph (f), a 
person may not serve as a source of 
Whole Blood (Human) more than once in 
8 weeks. In addition, donors shall be in 
good health, as indicated in part by: 

(1) Normal temperature; 

(2) Demonstration that systolic and 
diastolic blood pressures are within nor¬ 
mal limits, unless the examining physi¬ 
cian is satisfied that an individual with 
blood pressures outside these limits is an 
otherwise qualified donor under the pro¬ 
visions of this section; 

(3) A blood hemoglobin level which 
shall be demonstrated to be no less than 


12.5 gm. of hemoglobin per 100 ml. of 
blood; 

(4) Freedom from acute respiratory 
diseases; 

(5) Freedom from any infectious skin 
disease at the site of phlebotomy and 
from any such disease generalized to such 
an extent as to create a risk of con¬ 
tamination of the blood; 

(6) Freedom from any disease trans¬ 
missible by blood transfusion, insofar as 
can be determined by history and exam¬ 
inations indicated above; and 

(7) Freedom of the arms and forearms 
from skin punctures or scars indicative of 
addiction to self-injected narcotics. 

(c) Additional qualifications of do¬ 
nor; viral hepatitis. No individual shall 
be used as a source of Whole Blood (Hu¬ 
man) if he has— 

(1) A history of viral hepatitis; 

(2) A history of close contact within 
six months of donation with an individ¬ 
ual having viral hepatitis; 

(3) A history of having received within 
six months human blood, or any deriva¬ 
tive of human blood which the National 
Institutes of Health has advised the li¬ 
censed establishment is a possible source 
of viral hepatitis. 

(d) Therapeutic bleedings. Blood 
withdrawn in order to promote the 
health of a donor otherwise qualified 
under the provisions of this section, shall 
not be used as a source of Whole Blood 
(Human) unless the container label con¬ 
spicuously indicates the donor's disease 
that necessitated withdrawal of blood. 

(e) Immunized donors . Blood with¬ 
drawn from donors known to have been 
immunized to human blood cell antigens 
shall not be used for Whole Blood (Hu¬ 
man) unless the container label con¬ 
spicuously indicates such information. 

(f) Qualifications; donations within 
less than 8 weeks. A person may serve as 
a source of Whole Blood (Human) more 
than once in 8 weeks only if at the time 
of donation the person is examined and 
certified by a physician to be in good 
health, as indicated in part in paragraph 
(b). 

§ 73.3002 Collection of the Mood. 

(a) Supervision. Blood shall be drawn 
from the donor by a qualified physician 
or under his supervision by assistants 
trained in the procedure. A physician 
shall be present on the premises when 
blood is being collected, except that blood 
may be collected when a physician is not 
present on the premises, provided the 
establishment (1) maintains on the 
premises, and files with the Division of 
Biologies Standards, a manual of stand¬ 
ard procedures and methods, approved by 
the Director of the Division of Biologies 
Standards, that shall be followed by em¬ 
ployees who collect blood, and (2) main¬ 
tains records indicating the name and 
qualifications of the person immediately 
in charge of the employees who collect 
blood when a physician is not present on 
the premises. 

(b) The donor clinic. The pertinent 
requirements of §§ 73.500 and 73.501 shall 
apply at both the licensed establishment 
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and at any other place where the bleed¬ 
ing is performed. 

(c) Blood containers. Blood contain¬ 
ers and donor sets shall be pyrogen- 
free, sterile and identified by lot number. 
The amount of anticoagulant required 
for the quantity of blood to be collected 
shall be in the blood container when it 
is sterilized. In addition, all container 
and donor set surfaces that come in 
contact with blood used in the processing 
of Heparinized Whole Blood (Human) 
shall be water repellent. 

(d) The anticoagulant solution. The 
anticoagulant solution shall be sterile 
and pyrogen-free. One of the following 
formulae shall be used in the indicated 
volumes: 

(1) Anticoagulant acid citrate dextrose 
solution (ACD). 



Solution 

Solution 


A 

B 

Trl-sodlum citrate (NaiC»H*Oi* 

22.0 gm. 

13.2 gin. 

21!,0). 



Citric acid (C»U»0rH»0). 

8.0 gm. 

4.8 gm. 

Dextrose (C«Hi«0|IIs0). 

2-4.5 gm. 

14.7 gm. 

Water for Injection (U.8.P.) to 

1,000 ml. 

1,000 mL 

make. 



Volume per 100 ml. blood. 

15 ml. 

25 ml. 


(2) Anticoagulant heparin solution. 

Heparin sodium (U.S.P.)_ 75.000 units. 

Sodium chloride injection 1,000 ml. 
(U.S.P.) to make. 

Volume per 100 ml. blood__ 6 ml. 

A buffer to maintain stability shall be 
added, if necessary. 

(3) Anticoagulant citrate phosphate 
dextrose solution (CPD ). 


Trl-sodlum citrate (Na.C.HjO,- 26.3 gm. 

2HX». 

Citric acid (C s H s O : H>0). 3. 27 gm. 

Dextrose (C 0 H n O # H..O).. 25.5 gm. 

Monobasic sodium phosphate 2. 22 gm. 

(NaKP0 4 H,0). 

Water "for Injection (U.S.P.) 1,000 ml. 

to make. 

Volume per 100 ml. blood_ 14 ml. 


(e) Donor identification. Each unit 
of blood shall be so marked or identified 
by number or other symbol as to relate it 
to the individual donor whose Identity 
shall be established to the extent neces¬ 
sary for compliance with § 73.3001. 

(f) Prevention of contamination of 
the blood. The skin of the donor at the 
site of phlebotomy shall be prepared 
thoroughly and carefully by a method 
that gives maximum assurance of a ster¬ 
ile container of blood. The blood shall 
be collected by aseptic methods in a ster¬ 
ile system which may be closed or may 
be vented if the vent protects the blood 
against contamination. 

(g) Pilot samples lor laboratory tests. 
Pilot samples for laboratory tests shall 
meet the following standards: 

<1) One or more pilot samples shall 
be provided with each unit of blood 
w .“ en issued or reissued except as pro¬ 
vided m 5 73.3004(e)(2) and all pilot 
samples shall be from the donor who is 
the source of the unit of blood. 

(2) All samples for laboratory tests 
performed by the manufacturer and all 
hii° ^ s ^ m P les accompanying a unit of 

ood shall be collected at the time of 


filling the final container by the person 
who collects the unit of blood. 

(3) All containers for all samples shall 
bear the donor’s identification before 
collecting the samples. 

(4) All containers for pilot samples 
accompanying a unit of blood shall be 
attached to the whole blood container 
before blood collection, in a tamper¬ 
proof manner that will conspicuously 
indicate removal and re-attachment. 

(h) Phlebotomy for Heparinized 
Whole Blood (Human). Heparinized 
Whole Blood (Human) shall be collected 
with minimal damage to and minimal 
manipulation of the donor’s tissue, and 
with a single, uninterrupted, free- 
flowing venipuncture. 

(1) Storage. Immediately after col¬ 
lection, the blood shall be placed in 
storage within a 2° range between 1* 
and 6° C., unless it must be transported 
from the donor clinic to the processing 
laboratory. In the latter case the blood 
shall be placed in temporary storage 
having sufficient refrigeration capacity 
to cool the blood continuously toward a 
2* range between 1° and 6* C. until it 
arrives at the processing laboratory 
wiiere it shall be stored within a 2° range 
between 1° and 6° C. 

§ 73.3003 Testing the blood. ' 

All laboratory tests shall be made on a 
pilot sample specimen of blood taken 
from the donor at the time of collecting 
the unit of blood, and these tests shall 
include the following: 

(a) Serological test for syphilis. Whole 
Blood (Human) shall be negative to a 
serological test for syphilis. 

(b) Determination of blood group. 
Each container of Whole Blood (Hu¬ 
man) shall be classified as to ABO blood 
group. At least two blood group tests 
shall be made and the unit shall not be 
issued until grouping tests by different 
methods or with different lots of anti¬ 
serums are in agreement. Only those 
Anti-A and Anti-B Blood Grouping 
Serums licensed under, or that other¬ 
wise meet the requirements of. the regu¬ 
lations of this part shall be used, and 
the technique used shall be that for 
which the serum is specifically designed 
to be effective. 

(c) Determination of the Rh factors . 
Each container of Whole Blood (Human) 
shall be classified as to Rh type on the 
basis of tests done on the pilot sample. 
The label shall Indicate the extent of 
typing and the results of all tests per¬ 
formed. If the test, using Anti-Rh 0 
(Anti-D) Typing Serum, is positive, the 
container may be labeled “Rh Posi¬ 
tive’’. If this test is negative, the results 
shall be confirmed by further testing 
which may include tests for the Rh* 
variant (D u ) and for other Rh-Hr fac¬ 
tors. Blood may be labeled “Rh Nega¬ 
tive” if negative to tests for the Rh* (D) 
and Rho variant (D u ) factors. If the 
test using Anti-Rh* (Anti-D) Typing 
Serum is negative, but not tested for the 
Rh* variant (D“), the label must indi¬ 
cate that this test was not done. Only 
Anti-Rh Typing Serums licensed under, 
or that otherwise meet the requirements 
of, the regulations of this part shall be 


used, and the technique used shall be 
that for which the serum is specifically 
designed to be effective. 

(d) Sterility test. Whole Blood (Hu¬ 
man) intended for transfusion shall 
not be tested for sterility by a method 
that entails entering the final container 
before the blood is used for transfusion. 

(e) Inspection. Whole Blood (Human) 
shall be inspected visually during storage 
and immediately prior to issue. If the 
color or physical appearance is abnormal 
or there is any indication or suspicion of 
microbial contamination the unit of 
Whole Blood (Human) shall not be 
issued for transfusion. 

§ 73.3001 General requirements. 

(a) Manufacturing responsibility. All 
manufacturing of Whole Blood (Hu¬ 
man), including donor examination, 
blood collection, laboratory tests, label¬ 
ing, storage and issue, shall be done 
under the supervision and control of the 
same licensed establishment except that 
the Director, National Institutes of 
Health may approve arrangements, upon 
joint request of two or more licensed 
establishments, which he finds are of 
such a nature as to assure compliance 
otherw r ise with the provisions of this part. 

(b) Periodic check on sterile tech - 
nique. Within the 18th to 24th day after 
collection, at least one container of blood 
that upon visual examination appears 
normal, shall be tested each month as a 
continuing check on technique of blood 
collection. The test shall be performed 
with a total sample of no less than 10 ml. 
of blood and a total volume of fluid 
thioglycollate or thloglycollate broth me¬ 
dium 10 times the volume of the sample 
of blood. The test sample shall be inocu¬ 
lated into one or more test vessels in a 
ratio of blood to medium of 1 to 10 for 
each vessel, mixed thoroughly, incubated 
for seven to nine days at a temperature 
of 30° to 32° C., and examined for evi¬ 
dence of growth of microorganisms every 
workday throughout the test period. On 
the third, fourth, or fifth day at least 1 
ml. of material from each test vessel 
shall be subcultured in additional test 
vessels containing the same culture me¬ 
dium and in such proportion as will per¬ 
mit significant visual inspection, mixed 
thoroughly. Incubated for seven to nine 
days at a temperature of 30° to 32° C. 
and examined for evidence of growth of 
microorganisms every workday through¬ 
out the test period. If growth is ob¬ 
served in any test vessel, the test shall 
be repeated to rule out faulty test 
procedure, using another sample of 
blood from either. (1) the container 
from which the initial test sample was 
taken, (2) the residual cells or plasma 
from that blood, or (3) two different 
containers of blood, each 18 to 24 days 
old and each tested separately. The 
formula for fluid thioglycollate medium 
shall be as prescribed in 5 73.730(e)(1) 
and the formula for thioglycollate 
broth medium shall be as prescribed in 
§ 73.730(f) (5). Media and design of con¬ 
tainer shall meet the requirements pre¬ 
scribed in 5 73.730(e) (2) (i). In lieu of 
performing one test using an incubation 
temperature of 30° to 32° C., two tests 
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may be performed, each in all respects 
as prescribed in this paragraph, one at 
an incubation temperature of 18* to 22° 
C. and one at an incubation temperature 
of 35* to 37° C. A different test may be 
performed provided that prior to the 
performance of such a test a manufac¬ 
turer submits data which the Director, 
National Institutes of Health find ade¬ 
quate to establish that the different test 
is equal or superior to the test herein 
prescribed as a check on sterile tech¬ 
nique and makes the finding a matter 
of official record. 

(c) Final container. The original 
blood container shall be the final con¬ 
tainer and shall not be entered prior to 
issue for any purpose except for blood 
collection. Such container shall be un¬ 
colored and transparent to permit visual 
inspection of the contents and any clo¬ 
sure shall be such as will maintain an 
hermetic seal and prevent contamina¬ 
tion of the contents. The container ma¬ 
terial shall not interact with the con¬ 
tents under the customary conditions of 
storage and tise, in such a manner as to 
have an adverse effect upon the safety, 
purity, or potency of the blood. 

(d) [Reserved] 

<e) Reissue of blood. Blood that has 
been removed from storage controlled by 
a licensed establishment shall not be re¬ 
issued by a licensed establishment unless 
the following conditions are observed: 

(1) The container has a tamper-proof 
seal when originally issued and this seal 
remains unbroken; 

(2) An original pilot sample is prop¬ 
erly attached and has not been removed, 
except that blood lacking a pilot sample 
may be reissued in an emergency pro¬ 
vided it is accompanied by instructions 
for sampling and for use within six 
hours after entering the container for 
sampling; 

(3) The blood has been maintained 
continuously at l # to 10* C.; 

(4) The blood is held for observation 
until a significant Inspection consistent 
with the requirements of § 73.3003 (e) can 
be made. 

(f) Issue prior to determination of test 
results. Notwithstanding the provisions 
of § 73.700, blood may be issued by the li¬ 
censee on the request of a physician, 
hospital or other medical facility, before 
results of all tests prescribed in § 73.3003 
have been determined where such issue 
is essential to allow time for transporta¬ 
tion to assure arrival of the blood by the 
time when needed for transfusion of such 
blood provided (1) the blood is shipped 
directly to such physician or medical fa¬ 
cility, (2) the records of the licensee con¬ 
tain a full explanation of the need for 
such issue, (3) the label on each con¬ 
tainer of such blood bears the informa¬ 
tion required by § 73.3005(e), (4) the 
label does not bear results of tests other 
than those made on pilot samples of the 
blood to be shipped, taken at the time of 
its collection, and (5) the label does not 
bear the name or any other identifica¬ 
tion of the intended recipient. 

§ 73.3005 labeling. 

In addition to all other applicable 
labeling requirements, the following, ex¬ 
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cept as prescribed in paragraph (e) of 
this section, shall appear on the label of 
each container: 

(a) Anticoagulant —(1) Name. The 
name of the anticoagulant immediately 
preceding and of no less prominence 
than the proper name, expressed as fol¬ 
lows: 

(1) either “ACD”, or “acid citrate 
dextrose solution”, 

(11) either “Heparinized” or “heparin 
solution”. 

(ill) either “CPD” or “citrate phos¬ 
phate dextrose solution”. 

(2) Quantity. The quantity and kind 
of anticoagulant used and the volume 
of blood corresponding with the formula 
prescribed under § 73.3002(d). 

(b) Serological test. The serological 
test for syphilis used and the result. 

(c) Blood group and type. Designa¬ 
tion of blood group and Rh factors: 

(1) The blood group and Rh factors 
shall be designated conspicuously. 

(2) If a color scheme for differenti¬ 
ating the ABO blood groups is used, the 
color used to designate each blood group 
on the container shall be: 

Blood Group A: YeUow. 

Blood Group B: Pink. 

Blood Group O: Blue. 

Blood Group AB: White. 

(d) Additional information for labels 
of Group O Bloods. Each Group O blood 
shall be labeled with a statement indi¬ 
cating whether or not Isoagglutinin titers 
or other tests to exclude so-called “dan¬ 
gerous” Group O bloods were performed, 
and indicating the classification based on 
such tests. 

(e) Issue prior to determination of test 
results. The label on each container of 
blood that is issued pursuant to the pro¬ 
visions of § 73.3004(f) shall bear the fol¬ 
lowing information and instructions in 
lieu of the information specified in para¬ 
graphs (b), (c), and (d) of this section. 

Emergency Shipment for Use Only by 

(Name of physician, hospital or other 
medical facility.) 


Caution 

BEFORE TRANSFUSION 

1. Do not use until test results received 
from (name of licensee). 

2. Perform crossmatch. 

Red Blood Cells (Human) 

§ 73.3020 Proper name anil definition. 

The proper name of this product shall 
be Red Blood Cells (Human). The pro¬ 
duct is defined as red blood cells remain¬ 
ing after separating plasma from human 
blood. 

§ 73.3021 Suitability of donor. 

The source blood for Red Blood Cells 
(Human) shall be obtained from a donor 
who meets the criteria for donor suit¬ 
ability prescribed in § 73.3001. 

§ 73.3022 Collection of llic blood. 

(a) The source blood shall be collected 
as prescribed in § 73.3002, except that 
paragraphs (d)(2), and (g) # and (h) 
shall not apply. 

(b) Source blood may also be derived 
from Whole Blood (Human) manufac¬ 


tured in accordance with applicable pro¬ 
visions of this part. 

§ 73.3023 Laboratory tests. 

A sample of source blood shall be taken 
from the donor at the time of collection 
and it shall be used for a serological test 
for syphilis, for tests to determine blood 
group and Rh factors, as prescribed in 
§ 73.3003 (a), (b),and (c). 

§ 73.3024 Pilot samples. 

Pilot samples collected in integral tub¬ 
ing or in separate pilot tubes shall meet 
the following standards: 

(a) One or more pilot samples of either 
the original blood or of the Red Blood 
Cells (Human) being processed shall be 
provided with each unit of Red Blood 
Cells (Human) when issued or reissued. 

(b) Before they are filled, all pilot 
sample tubes shall be marked or identi¬ 
fied so as to relate them to the donor of 
that unit of red cells. 

(c) Before the final container is filled 
or at the time the final product is pre¬ 
pared, the pilot sample tubes to accom¬ 
pany a unit of cells shall be attached 
securely to the final container in a tam¬ 
per proof manner that will conspicuously 
indicate removal and reattachment. 

(d) All pilot sample tubes accompany¬ 
ing a unit of Red Blood Cells (Human) 
shall be filled at the time the blood is 
collected or at the time the final pro¬ 
duct is prepared, in each instance by the 
person who performs the collection or 
preparation. 

§ 73.3025 Processing. 

(a) Separation. Red Blood Cells (Hu¬ 
man) may be prepared either by centri¬ 
fugation done in a manner that w ill not 
tend to increase the temperature of the 
blood, and no later than 6 days after the 
date of blood collection or by normal, 
undisturbed sedimentation no later than 
21 days after the date of blood collection. 
A portion of the plasma sufficient to 
assure optimal cell preservation shall be 
left with the red cells except when a 
cryophylactic substance is added for 
prolonged storage. 

(b) Sterile system. All surfaces that 
come in contact with the red cells shall 
be sterile and pyrogen-free. If an open 
system is used, that is, where the trans¬ 
fer container is not integrally attached 
to the blood container, and the blood 
container is entered after blood collec¬ 
tion, the plasma shall be separated from 
the red blood cells with positive pressure 
maintained on the original container 
until completely sealed. If the method 
of separation involves a vented system, 
that is, when an airway must be inserted 
in the container for withdrawal of the 
plasma, the airway and vent shall be 
sterile and constructed so as to exclude 
microorganisms and maintain a sterile 
system. 

(c) Final containers. Pinal containers 
used for Red Blood Cells (Human) shall 
be the original blood containers unless 
the method of processing requires a 
different container. The final container 
shall meet the requirements for blooa 
containers prescribed in § 73.3004(c). At 
the time of filling, if a different container 
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is used, it shall be marked or identified 
by number or other symbol so as to 
relate it to the doner of that unit of red 

cells. 

§ 73.3026 General requirements. 

(a) Check on sterile technique. If Red 
Blood Cells (Human) are prepared in a 
vented or open system, a check on sterile 
technique shall be made each month by 
performing a test 20-28 hours after the 
preparation of at least one container of 
Red Blood Cells (Human), by the 
method prescribed in § 73.3004(b). 

<b) Storage. Immediately after proc¬ 
essing, the Red Blood Cells (Human) 
shall be placed in storage and main¬ 
tained within a 2° range between 1* and 
6 8 C. 

(c) Inspection. The product shall be 
inspected immediately after separation 
of the plasma, periodically during stor¬ 
age, and at the time of issue. The prod¬ 
uct shall not be issued if there is any 
abnormality in color or physical appear¬ 
ance or if there Is any indication of 
microbial contamination. 

§ 73.3027 Modifications for specific 
products. 

Red Blood Cells (Human), Frozen: A 
cryophylactic substance may be added 
to the Red Blood Cells (Human) for 
extended manufacturer’s storage at 
—65® C. or colder, provided the manu¬ 
facturer submits data, considered by the 
Director, Division of Biologies Standards, 
as adequately demonstrating through 
in vivo cell survival and other appropri¬ 
ate tests that the addition of the sub¬ 
stance, the materials used and the 
processing methods result in a final 
product that meets the required stand¬ 
ards of safety, purity, and potency for 
Red Blood Cells (Human), and that the 
frozen product will maintain those prop¬ 
erties for the prescribed dating period. 
Section 73.3026 (b) and (c) do not apply 
while a cryophylactic substance is 
present. 

§ 73.3028 Labeling. 

In addition to the items required by 
other applicable labeling provisions of 
this part, labels for Red Blood Cells 
(Human) shall bear the following: 

(a) The information required by 
§ 73.3005 (a)(2), <b), and (c) for Whole 
Blood (Human), except the proper name. 

(b) Immediately following or immedi¬ 
ately below and in no less prominence 
than the proper name, appropriate words 
describing each approved variation ap¬ 
plicable to the product in the final con¬ 
tainer; for example. Red Blood Cells 
(Human). Frozen, and Red Blood Cells 
(Human), Deglycerolized. 

<c) Instructions to use a filter in the 
administration equipment. 

(d) Where source blood has been de- 
nved from Whole Blood (Human), such 
fact and the name, address, and license 
number of the establishment. 

Immune Serum Globulin (Human) 

§ 73.3300 Tl»e product. 

(a) Proper name and definition. The 
proper name of this product shall be Im¬ 
mune Serum Globulin (Human). The 
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product is defined as a sterile solution 
containing antibodies derived from 
human blood. 

(b) Source material. The source of 
Immune Serum Globulin (Human) shall 
be blood, plasma or serum from human 
donors determined at the time of dona¬ 
tion to have been free of causative agents 
of diseases that are not destroyed or 
removed by the processing methods, as 
determined by the donor’s history and 
from such physical examination and 
clinical tests as appear necessary for 
each donor at the time the blood was 
obtained. The source blood, plasma or 
serum shall not contain a preservative 
and shall be stored in a manner that 
will prevent contamination by micro¬ 
organisms, pyrogens or other impurities. 

(c) Additives in source material. 
Source blood, plasma or serum shall con¬ 
tain no additives other than citrate or 
acid citrate dextrose anticoagulant solu¬ 
tion, unless it is shown that the process¬ 
ing method yields a product free of the 
additive to such an extent that the safety, 
purity and potency of the product will 
not be affected adversely. 

§ 73.3301 Manufacture of Immune 
Serum Globulin (Human). 

(a) Processing method. The process¬ 
ing method shall be one that has been 
shown: (1) To be capable of concen¬ 
trating tenfold from source material at 
least two different antibodies; (2) not to 
affect the integrity of the globulins; (3) 
to consistently yield a product which is 
safe for subcutaneous and intramuscular 
injection and (4) not to transmit viral 
hepatitis. 

(b) Microlnal contamination. Low 
temperatures or aseptic techniques shall 
be used to minimize contamination by 
microoganisms. Preservatives to in¬ 
hibit growth of microoganisms shall not 
be used during processing. 

(c) Bulk storage . The globulin frac¬ 
tion may be stored in bulk prior to fur¬ 
ther processing provided it Is stored in 
clearly identified hermetically closed ves¬ 
sels. Globulin as either a liquid concen¬ 
trate or a solid and containing alcohol or 
more than 5 percent moisture shall be 
stored at a temperature of —10° C. or 
lower. Globulin as a solid free from 
alcohol and containing less than 5 per¬ 
cent moisture, shall be stored at a tem¬ 
perature of 0° C. or lower. 

(d) Determination of the lot. £ach 
lot of Immune Serum Globulin (Human) 
shall represent a pooling of approxi¬ 
mately equal amounts of material from 
not less than 1,000 donors. 

(e) Sterilization and heating. The 
final product shall be sterilized promptly 
after solution. At no time during proc¬ 
essing shall the product be exposed to 
temperatures above 45° C. and after ster¬ 
ilization the product shall not be exposed 
to temperatures above 30° to 32° C. for 
more than 72 hours. 

§ 73.3302 The finul product. 

(a) Final solution. The final product 
shall be a 16.5±1.5 percent solution of 
globulin containing 0.3 molar glycine and 
a preservative. 
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(b) Protein composition. At least 90 
percent of the globulin shall have an 
electrophoretic mobility not faster than 
—2.8x10“* centimeters* per volt per sec¬ 
ond, when measured at a 1 percent pro¬ 
tein concentration in sodium diethylbar- 
biturate buffer at pH 8.6 and 0.1 ionic 
strength. 

§ 73.3503 Potency. 

(a) Antibody levels and tests. Each 
lot of final product shall contain at least 
the minimum levels of antibodies for 
diphtheria, measles, and for at least one 
type of poliomyelitis. In the event the 
final bulk solution is stored at a tempera¬ 
ture above 5° C. the antibody level tests 
shall be performed after such storage 
with a sample of the stored material. 

(b) Minimum levels. The minimum 
antibody levels are as follows: 

(1) No less than 2 units of diphtheria 
antitoxin per ml. 

(2) A measles neutralizing antibody 
level of no less than 0.25 times the level 
of the reference measles serum, except 
that when recommended for use with 
Measles Virus Vaccine, Live, Attenuated, 
the measles antibody level shall be as 
prescribed in § 73.3523. 

(3) A poliomyelitis neutralizing anti¬ 
body level of no less than 1.0 for Type 1. 
1.0 for Type 2, and 2.5 for Type 3. times 
the antibody level of the reference polio¬ 
myelitis immune globulin. 

(c) Reference materials. The follow¬ 
ing reference materials shall be obtained 
from the Division of Biologies Stand¬ 
ards: 

(1) NTH reference measles serum for 
correlation of measles antibody titers. 

(2) NIH reference poliomyelitis im¬ 
mune globulin for correlation of polio¬ 
myelitis antibody titers, Types 1, 2, 
and 3. 

§ 73.3504 General requirements. 

(a) Heat stability test . Approxi¬ 
mately 2 ml. of completely processed ma¬ 
terial of each lot shall not show any visi¬ 
ble sign of gelation after heating in a 
12 x 75 mm. stoppered glass tube at 57® 
C. for 4 hours. 

(b) Hydrogen ion concentration. The 
pH of final container material shall be 
6.8 ±0.4 when measured in a solution 
diluted to 1 percent protein with 0.15 
molar sodium chloride. 

(c) Turbidity. The product shall be 
free of turbidity as determined by visual 
inspection of final containers. 

(d) Date of manufacture. The date 
of manufacture is the date of initiating 
the last valid measles or poliomyelitis 
antibody test (§ 73.3503(b) (2) and (3)) 
whichever date is earlier. 

(e) Labeling. In addition to comply¬ 
ing with all applicable labeling required 
in this part, labeling shall indicate that: 

(1) There is no prescribed potency for 
viral hepatitis antibodies. 

(2) The product is not recommended 
for intravenous administration. 

(3) The lot is or is not suitable for 
use with Measles Virus Vaccine. Live, 
Attenuated. 

(4) The lot is or is not recommended 
for poliomyelitis. 
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(f) Samples and protocols. For each 
lot of Immune Serum Globulin (Human) 
the following material shall be submit¬ 
ted to the Director, Division of Biologies 
Standards, National Institutes of Health, 
Bethesda. Md. 20014: 

(1) A 50 ml. sample of the final prod¬ 
uct. 

(2) All protocols relating to the his¬ 
tory of each lot and all results of all 
tests prescribed in these additional 
standards. 

Measles Immune Globulin (Human) 

§ 73.3520 The product. 

(a) Proper name and definition. The 
proper name of the product shall be 
Measles Immune Globulin (Human). It 
shall consist of a sterile solution of 10 
to 18 percent globulin derived from 
human blood, having a measles antibody 
level of 0.5 times the level of the NIH 
measles reference serum. Measles Im¬ 
mune Globulin shall be made from a 
sterile 16.5 ±1.5 percent solution of 
human globulin. 

(b) Source material. The source of 
Measles Immune Globulin (Human) 
shall be blood, plasma or serum from 
human donors determined at the time 
of donation to have been free of causa¬ 
tive agents of diseases that are not de¬ 
stroyed or removed by the processing 
method, as determined by the donor's 
history and from such physical exami¬ 
nation and clinical tests as appear nec¬ 
essary for each donor at the time the 
blood was obtained. The source blood, 
plasma or serum shall not contain a 
preservative and shall be stored in a 
manner that will prevent contamination 
by microorganisms, pyrogens or other 
impurities. 

(c) Additives in source material. 
Source blood, plasma or serum shall 
contain no additives other than citrate 
or acid citrate dextrose anticoagulant 
solution, unless it is shown that the 
processing method yields a product free 
of the additive to such an extent that 
the safety, purity and potency of the 
product will not be affected adversely. 

§ 73.3321 Manufacture of Measles Im¬ 
mune Globulin (Human). 

(a) Processing method. The globulin 
shall be prepared by a processing method 
that (1) has been shown to be capable 
of concentrating tenfold from source 
material at least two different anti¬ 
bodies, (2) does not affect the integrity of 
the globulins and is capable of consist¬ 
ently yielding a product which is safe 
for subcutaneous and intramuscular 
injection and (3) will not transmit viral 
hepatitis. 

(b) Reference materials. The fol¬ 
lowing reference material shall be ob¬ 
tained from the Division of Biologies 
Standards: NIH reference measles 
serum for correlation of measles anti¬ 
body titers with globulin products. 

(c) Microbial contamination. Low 
temperatures or aseptic techniques shall 
be used to minimize contamination by 
microorganisms. Preservatives to in¬ 
hibit growth of microorganisms shall not 
be used during processing. 

(d) Bulk storage. The globulin frac¬ 
tion may be stored in bulk prior to fur¬ 
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ther processing provided It is stored In 
well-marked hermetically closed ves¬ 
sels. Purified globulin as either a liquid 
concentrate or a solid and containing 
alcohol or more than 5 percent mois¬ 
ture shall be stored at a temperature 
not to exceed —10° C. Purified globulin 
as a solid free from alcohol and con¬ 
taining less than 5 percent moisture, 
shall be stored at temperatures not to 
exceed 0° C. 

(e) Determination of the lot. Each 
lot of Measles Immune Globulin (Hu¬ 
man) shall represent a pooling of mate¬ 
rial from not less than 1,000 donors. 

(f) Sterilization and dilution. The 
product shall be prepared initially as a 
16.5 percent solution and this prepara¬ 
tion shall be sterilized promptly after 
solution. After sterilization the prod¬ 
uct shall not be exposed to temperatures 
above 45° C. for more than a total of 
72 hours. Dilution of this sterile globu¬ 
lin solution shall be made only to adjust 
the required measles antibody level. 

§ 73.3322 The final product. 

(a) Final solution. The final product 
shall be a 10 to 18 percent solution of 
globulin containing 0.3 molar glycine 
and a preservative. 

(b) Protein composition. No less than 
90 percent of the globulin shall have an 
electrophoretic mobility not faster than 
—2.8xl0~* centimeters* per volt per sec¬ 
ond, when measured at a 1 percent pro¬ 
tein concentration in sodium diethylbar- 
blturate at pH 8.6 and 0.1 ionic strength. 

§ 73.3323 Potency. 

Antibody levels and tests. Each lot of 
final product shall contaiif no less than 
the minimum levels of antibodies for 
diphtheria and measles as follows: 

(a) The product shall contain no less 
than 2 units of diphtheria antitoxin per 
ml, adjusted for dilution from the 16.5 
percent solution. 

(b) Each lot of final product shall con¬ 
tain a measles antibody level of 0.5 times 
the level of the NIH reference measles 
serum/ The measles antibody potency 
shall be determined by simultaneous de¬ 
terminations of the neutralizing anti¬ 
body titers of the globulin on tests and 
of a reference preparation against 100 
Tcnx, (50-500 TCIDm when based upon 
a single test) of measles virus in a tissue 
culture system. The potency test shall 
also Include a determination of virus 
titer and controls for globulin toxicity 
and cell culture viability. Twofold serial 
dilutions of the globulin under test and 
of the reference preparation shall be 
employed in this determination. In ap¬ 
plying these requirements a plus or minus 
variation of one twofold dilution is ac¬ 
ceptable. 

§ 73.3321 General requirements. 

(a) Heat stability test. Approximately 
2 ml of final container material of each 
lot shall not show any visible sign of 
gelation after heating in a 12 x 75 mm. 
stoppered glass tube at 57* C. for four 
hours. 

(b) Hydrogen ion concentration. The 
pH of final container material shall be 
6.8±0.4 when measured in a solution di¬ 


luted to 1 percent protein with 0.15 molar 
sodium chloride. 

(c) Turbidity. The product shall be 
free of turbidity as determined by visual 
inspection of final containers. 

(d) Date of manufacture. The date 
of manufacture is the date of initiating 
the last valid measles antibody test as 
required in § 73.3523(b). 

(e) rReserved] 

(f) [Reserved] 

(g) Samples and protocols. For each 
lot of globulin, the following materials 
shall be submitted to the Director, Divi¬ 
sion of Biologies Standards, National 
Institutes of Health, Bethesda, Maryland 
20014. 

(1) 30 ml of final product. 

(2) All protocols relating to the his¬ 
tory of the manufacture of each lot and 
all results of all tests prescribed in these 
additional standards. 

Subpart E—Additional Standards for 
Bacterial Products 

Pertussis Vaccine 

§ 73.4000 Proper name and definition. 

The proper name of this product shall 
be “Pertussis Vaccine*', which 6hall be 
an aqueous preparation of either killed 
whole Bordetella pertussis bacteria or a 
fraction of Bordetella pertussis bacteria. 
The vaccine may be precipitated or 
adsorbed and may be combined with 
other antigens. 

§ 73.4001 U.S. Standard preparation*. 

(a) The UJS. Standard Pertussis Vac¬ 
cine shall be used for determining the 
potency of Pertussis Vaccine. 

(b) The U.S. Opacity Standard shall 
be used in estimating the bacterial con¬ 
tent of the vaccine and of the challenge 
culture. 

§ 73.4002 Manufacture. 

(a) Propagation of bacteria. Human 
blood shall not be used in culture medium 
for propagating bacteria either for seed 
or for vaccine. The culture medium for 
propagating bacteria for vaccine shall 
not contain ingredients known to be 
capable of producing allergenic effects in 
human subjects, except blood or blood 
products from lower animals other than 
the horse. When blood or a blood product 
is used, it shall be removed by washing 
the harvested bacteria. The bacterial 
concentrate shall be free of extraneous 
bacteria, fungi, and yeasts, as demon¬ 
strated by microscopic examination and 
cultural methods. 

(b) Bacterial content. (1) The opacity 
of the bacterial concentrate shall be 
determined in terms of the U.S. Opacity 
Standard not later than 2 weeks after 
the harvest of the bacteria and before 
any treatment capable of altering the 
opacity of the bacterial concentrate. 

(2) The total immunizing dose of a 
vaccine prepared with whole bacteria 
shall contain (i) in the case of nonad- 
sorbed vaccine no more bacteria than the 
equivalent of 60 opacity units and Cii) in 
the case of adsorbed vaccine no more 
than the equivalent of 48 opacity units. 

(c) Detoxification. After removing a 
sample for purity testing, the bacteria 
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shall be killed and detoxified either (1) 
by heating, (2) by addition of a chemical 
agent and appropriate agin:,, or (3) by 
any combination of the stated proce¬ 
dures. The procedure used shall be one 
that has been shown to have no adverse 
effect on required safety, purity, and 
potency. 

(d) Preservative. The vaccine shall 
contain a preservative. 

§ 73.4003 Mouse toxicity lest 

The final vaccine shall be demon¬ 
strated to be free from toxicity by the 
following test: 

A group of no less than 10 mice, each 
mouse weighing 14 to 16 grams, shall 
have free access to food and water for 
no less than 2 hours before injection. 
The group weight of the mice shall be 
determined immediately prior to injec¬ 
tion. Each mouse shall be injected in- 
traperitoneally with a test dose of one- 
half of the largest recommended single 
human dose of the final vaccine in a 
volume of no less than 0.5 ml. nor more 
than 0.75 ml. The group weight of the 
mice shall be determined at the end of 
72 hours and at the end of 7 days after 
injection. At the end of 72 hours the 
average weight per mouse may be no 
less than the average welgnt per mouse 
immediately preceding the injection; at 
the end of 7 days the average weight gain 
per mouse may be no less than 3.0 grams; 
and at the end of 7 days there may be 
vaccine-related deaths of no more than 
5 percent of the total number of mice 
in all the toxicity tests performed. 

§ 73.4004 Potency test* 

The number of protective units of the 
total human immunizing dose shall be 
estimated for each lot of vaccine from 
the results of simultaneous intracerebral 
mouse protection tests of the vaccine 
under test and the U S. Standard Per¬ 
tussis Vaccine. The potency test shall be 
performed as follows: 

(a) Mice. Healthy mice shall be used, 
all from a single strain and of the same 
sex. or an equal number of each sex in 
each group, with individual weight vary¬ 
ing no more than 4 grams in a single 
test, in no event shall any of the mice 
weigh less than 10 grams or more than 
20 grams. A system of randomization 
shall be used to distribute the mice into 
the groups, with respect to shelf position 
and to determine the order of challenge. 
There shall be at least 3 groups consist¬ 
ing of no less than 16 mice each, for each 
vaccine. In addition, there shall be at 
least 4 groups consisting of no less than 
10 mice each, for control purposes: one 
poup for the challenge dose and 3 groups 
for titrating the virulence of the chal¬ 
lenge dose. 

Vaccination. (1) Five-fold serial 
dilutions of the vaccine to be tested and 
or the standard vaccine shall be made in 
percent sodium chloride solution. 
,^ lutions °* vaccine under test 
snail have the same protective unitage, 
cased on an estimate of 12 units per total 

ddian immunizing dose, as the unitage 
^ the corresponding dilution of the 
standard vaccine. Each mouse in each 
gr °up tor vaccination shall be injected 


RULES AND REGULATIONS 

intraperitoneally with 0.5 ml. of the 
appropriate dilution. 

(2) The interval between vaccination 
and challenge shall be 14 to 17 days. At 
least 87.5 percent of the mice in each 
group shall survive the period between 
vaccination and challenge and each 
mouse challenged shall appear healthv 

(c) The challenge. (1) The challenge 
culture of Bordetella pertussis for each 
test shall be taken from a batch of cul¬ 
tures which have been maintained by a 
method, such as freeze-drying, that re¬ 
tains constancy of virulence. 

(2) The challenge and virulence titra¬ 
tion doses shall be prepared as follows: 
The bacteria shall be harvested from a 
20 to 24 hour culture grown on Bordet- 
Gengou medium seeded from a rapidly 
growing culture less than 48 hours old 
and uniformly suspended in a solution 
containing 1.0 percent casein peptone 
and about 0.6 percent sodium chloride at 
pH 7.1 ±0.1. The suspension, freed from 
agar particles and clumps of bacteria, 
and adjusted to an opacity of 10 units, 
shall be diluted in the solution used for 
suspending the bacteria, to provide in 
a volume of 0.03 ml. (i) a challenge dose 
of 0.0001 opacity units (1: 3000) and (ii) 
virulence titration doses of Vf»o. Vijso and 
M 250 respectively of the challenge dose. 

(3) Each vaccinated mouse shall be 
injected intracerebrally with the chal¬ 
lenge dose. The four groups of control 
mice shall be injected intracerebrally 
with the challenge dose and its three 
dilutions, respectively. The challenge- 
dose control mice shall be injected last. 
The interval between the removal of the 
bacteria from the culture medium and 
the injection of the last mouse shall not 
exceed 2 V 2 hours. 

(d) Recording the results. The mice 
shall be observed for 14 days. Mice dying 
within 72 hours after challenge shall be 
excluded from the test. Records shall 
be maintained of the number of mice 
that die after 72 hours and of the number 
of mice showing both paralysis and en¬ 
largement of the head at the end of 14 
days. All mice that show both paralysis 
and enlargement of the head shall be 
considered as deaths for the purposes 
of determining the ED». 

(e) Validity of the test. The test shall 
be valid provided (1) the ED*> of the 
vaccine under test and the standard 
vaccine is between the largest and 
smallest vaccinating doses; (2) the 
limits of one standard deviation of each 
ED m fall within the range of 64 percent 
to 156 percent; (3) the protective re¬ 
sponse is graded in relation to the vac¬ 
cinating doses; (4) the dose-response 
curves of the vaccine under test and the 
standard vaccine are parallel; (5) the 
challenge dose contains approximately 
200 LD m ; (6) the LD» contains no more 
than 300 colony forming units; and (7) 
the V 12&0 dilution of the challenge dose 
contains no less than 10 and no more 
than 50 colony forming units. 

(f) Estimate of the potency. The ED M 
of each vaccine shall be calculated by a 
method that provides an estimate of the 
standard deviation. The protective unit 
value per total human immunizing dose 
of the vaccine under test shall be cal¬ 


13959 

culated in terms of the unit value of 
the standard vaccine. 

<g) Potency requirements. The vac¬ 
cine shall have a potency of 12 units per 
total human immunizing dose based 
upon either a single test estimate of no 
less than 8 units or a two-, three- or 
four-test geometric mean estimate of no 
less than 9.6, 10.8, or 12 units, respec¬ 
tively, except that for the vaccine in a 
multiple antigen product containing 
Poliomyelitis Vaccine, the estimate shall 
be no less than 14 units. In no event shall 
the estimate be more than 36 units. 

(h) Test design variation. Variations 
in the design of the potency test may be 
permitted providing the results are 
demonstrated to be of equal or greater 
precision. 

§ 73.4005 General requirements. 

(a) Safety . The safety test prescribed 
in § 73.720 shall be made on final con¬ 
tainer material except that the test shall 
consist of the intraperitoneal injection 
of no less than one-half of the largest 
individual human dose recommended 
into each of at least two mice weighing 
approximately 20 grams each, and either 
the intraperitoneal injection of no less 
than 3 times the largest individual hu¬ 
man dose recommended or the sub¬ 
cutaneous injection of 5.0 ml., into each 
of at least two guinea pigs weighing ap¬ 
proximately 350 grams each. The last 
sentence of § 73.720 does not apply. 

<b) Dose. These additional standards 
are based on a single injection of 0.5 ml., 
1.0 ml., or 1.5 ml., and a total human im¬ 
munizing dose of three single injections 
of a nonadsorbed vaccine, and two or 
three single injections of an adsorbed 
vaccine. 

(c) Product characteristics. Recom¬ 
mendations shall be made through ap¬ 
propriate labeling that the product after 
issue should not be frozen and should be 
well shaken immediately prior to use. 

(d) Labeling. In addition to the items 
required by other applicable labeling 
provisions of this part, the package label 
shall give the following information: 

1. For a vaccine containing a precipitant 
or . .n adsorbent, the word “Adsorbed” shall 
follow the proper name in the same style of 
type and prominence as the proper name. 

2. The total immunizing dose contains 12 
unite of pertussis vaccine. 

(e) Multiple antigen products. The 
Pertussis Vaccine component of multiple 
antigen products shall be manufactured 
pursuant to these additional standards, 
except that the mouse toxicity test 
(§ 73.4003) and the potency test 
(§ 73.4004) shall be performed on the 
multiple antigen product. 

(f) Adsorbed vaccines. Only aluminum 
compound reagents shall be introduced 
into the product to cause precipitation or 
adsorption of either Pertussis Vaccine or 
other antigens incorporated with Per¬ 
tussis Vaccine. 

(g) Freezing prohibition. Pertussis 
Vaccine and multiple antigen products of 
which Pertussis Vaccine is a component 
shall not be frozen at any time during 
storage. 

(h) Samples and protocols. For each 
lot of vaccine, the following material 
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shall be submitted to the Director, Divi¬ 
sion of Biologies Standards, National In¬ 
stitutes of Health, Bethesda, Md. 20014: 

(1) A sample of no less than 20 milli¬ 
liters of the final product for pertussis 
vaccine testing. 

(2) Protocols showing summaries of 
the manufacturing processes and the re¬ 
sults of all mouse toxicity (§ 73.4003) and 
potency (§ 73.4004) tests performed. 

§ 73.4006 Equivalent methods. 

Modification of any particular manu¬ 
facturing method or process or the con¬ 
ditions under which it is conducted as 
set forth in the additional standards 
relating to Pertussis Vaccine shall be 
permitted whenever the manufacturer 
presents evidence that demonstrates the 
modification will provide assurances of 
the safety, purity, and potency of the 
vaccine that are equal to or greater than 
the assurances provided by such stand¬ 
ards, and the Director, National Insti¬ 
tutes of Health so finds and makes such 
finding a matter of official record. 

Typhoid Vaccine 

§ 73.4020 Proper name and definition. 

The proper name of this product shall 
be Typhoid Vaccine which shall be an 
aqueous or dried preparation of killed 
Salmonella typhosa bacteria. 

§ 73.4021 U.S. Standard preparations. 

(a) The U.S. Standard Typhoid Vac¬ 
cine shall be used for determining the 
potency of Typhoid Vaccine. 

(b) The U.S. Opacity Standard shall 
be used to adjust the opacity of the sus¬ 
pension from which the challenge cul¬ 
ture is prepared. 

§ 73.4022 Production. 

(a) Strain of bacteria. Strain Ty 2 of 
Salmonella typhosa shall be used in the 
manufacture of Typhoid Vaccine. 

(b) Propagation of bacteria. The cul¬ 
ture medium for propagation of S. ty¬ 
phosa shall not contain ingredients 
known to be capable of producing aller¬ 
genic effects in human subjects. The har¬ 
vested bacteria shall be free of extrane¬ 
ous bacteria, fungi and yeasts, as dem¬ 
onstrated by microscopic examination 
and cultural methods. 

(c) Bacterial content . (1) The num¬ 
ber of bacteria in the concentrate of har¬ 
vested bacteria shall be estimated not 
later than 2 weeks after harvest and be¬ 
fore any treatment capable of altering 
the accuracy of the estimate. 

(2) The number of S. typhosa bac¬ 
teria in the vaccine shall not exceed 10® 
per ml. 

(d) Nitrogen content. The total nitro¬ 
gen content of the vaccine shall not ex¬ 
ceed 0.035 mg./ml. for nonextracted bac¬ 
teria preparations and shall not exceed 
0.023 mg./ml. for acetone-extracted bac¬ 
teria preparations. 

<e) Preservative. Aqueous vaccine and 
the solution for reconstitution supplied 
with dried vaccine shall contain a pre¬ 
servative. Dried vaccine shall not con¬ 
tain a preservative. 


§ 73.4023 Potency test. 

The number of potency units per milli¬ 
liter shall be estimated for each lot of 
vaccine from the results of simultaneous 
mouse protection tests of the vaccine un¬ 
der test and of the U.S. Standard 
Typhoid Vaccine. The test shall be per¬ 
formed as follows: 

(a) Mice. Healthy mice shall be used, 
all from a single strain and of the same 
sex, or an equal number of each sex in 
each group, with individual weights be¬ 
tween 13 and 16 grams. A system of ran¬ 
domization shall be used to distribute 
the mice into the groups, with respect to 
shelf position and to determine the order 
of challenge. There shall be at least three 
groups consisting of no less than 16 mice 
each, for each vaccine. In addition, there 
shall be at least four groups consisting 
of no less than 10 mice each, for con¬ 
trol purposes; one group for the chal¬ 
lenge dose and three groups for titrating 
the virulence of the challenge dose. 

(b) Inoculation of vaccine. (1) Serial 
dilutions, no greater than 5-fold, of the 
vaccine to be tested and of the standard 
vaccine shall be made in saline (0.85 per¬ 
cent sodium chloride solution). The mid¬ 
dilution of each vaccine shall contain 
that amount of vaccine which will afford 
protection to approximately 50 percent of 
the mice. Each mouse in each group for 
inoculation shall be injected intraperi- 
toneally with 0.5 ml. of the appropriate 
dilution. 

(2) The interval between inoculation 
of the vaccine and challenge shall be no 
less than 7 days nor more than 14 days. 
At least 87.5 percent of the mice in each 
group shall survive the period between 
vaccine inoculation and challenge and 
each mouse challenged shall appear 
healthy. 

(c) The challenge. (1) The challenge 
culture of Strain Ty 2 of S. typhosa for 
each test shall be taken from a batch of 
cultures maintained by a method, such 
as freeze-drying, that retains constancy 
of virulence. 

(2) The challenge and virulence titra¬ 
tion doses shall be prepared as follows: 
The bacteria shall be harvested from a 
5- to 6-hour culture grown at 36°±1° C. 
on a nutrient agar medium which shall 
have been seeded from a 16- to 20-hour 
culture grown at 36° ±1° C. on a nutrient 
agar medium, and the harvested bacteria 
then shall be uniformly suspended in sa¬ 
line. The suspension, freed from agar 
particles and clumps of bacteria and ad¬ 
justed to an opacity of 10 units, shall be 
diluted in saline by 10-fold increments. 
The suspensions for the challenge and 
virulence titration doses shall be put into 
a sterile gastric mucin preparation. The 
challenge suspension shall be prepared 
from whichever bacterial dilution pro¬ 
vides about 1,000 colony forming units 
for an 0.5 ml. challenge dose. The viru¬ 
lence titration suspensions shall be 10\ 
10 3 , and 10 3 dilutions respectively of the 
challenge suspension. 

(3) Each mouse inoculated with vac¬ 
cine shall be injected intraperitoneally 
with an 0.5 ml. dose of the challenge sus¬ 


pension. Each mouse in the four groups 
of control mice shall be injected intra¬ 
peritoneally with an 0.5 ml. dose of the 
challenge suspension and its three dilu¬ 
tions, respectively. The challenge dose 
control mice shall be injected last. The 
interval between removal of the bacteria 
from the culture medium and the injec¬ 
tion of the last mouse shall not exceed 
2 V 2 hours. 

(d) Recording the results. The mice 
shall be observed daily for 3 days. A rec¬ 
ord shall be maintained of the number of 
mice that die. A record of the number of 
mice that survive shall be made at the 
end of the observation period. 

(e) Validity of the test. The test is 
valid provided: (1) the EDso of the vac¬ 
cine under test and the Standard Vac¬ 
cine is between the largest and smallest 
doses inoculated into the mice; (2) the 
limits of one standard deviation of the 
EDso of each vaccine fall within the range 
of 61 percent to 163 percent; (3) a graded 
protective response is obtained in rela¬ 
tion to the vaccine dilutions; (4) the dose 
response curves of the vaccine under test 
and the standard vaccine are parallel; 

(5) the challenge dose contains approxi¬ 
mately 1,000 colony forming units; and 

(6) the LD>»o of the challenge dose con¬ 
tains no more than 10 colony forming 
units. 

(f) Repeat tests. If the test does not 
meet the criteria prescribed in paragraph 

(e) of this section, repeat tests may be 
performed, and the combined results of 
all tests shall meet the paragraph (e) 
criteria, except that the limits of one 
standard deviation of the ED W shall be 
reduced in proportion to the total num¬ 
ber of mice in a test group. Tests estab¬ 
lished as invalid pursuant to section 
73.700 may be disregarded. 

(g) Estimate of the potency. The ED« 
of each vaccine shall be calculated by a 
method that provides an estimate of the 
standard deviation. The protective unit 
value per milliliter of the vaccine under 
test shall be calculated in terms of the 
unit value of the standard vaccine. 

<h) Potency requirements. The vac¬ 
cine shall have a potency of 8 units per 
milliliter. Variations in potency unit es¬ 
timates are acceptable provided the es¬ 
timate is not less than 5.0 units per 
milliliter. 

§ 73.4024 General requirements. 

(a) Dose. These standards are based 
on a human adult dose of 0.5 ml. for a 
single injection and a total immunizing 
dose of two injections of 0.5 ml. given at 
appropriate intervals. 

(b) Labeling. In addition to the items 
required by other applicable labeling 
provisions of this part, the package label 
shall state that the vaccine contains 8 
units per milliliter. 

(c> Samples; protocols ; official re¬ 
lease. For each lot of vaccine, the fol¬ 
lowing material shall be submitted to the 
Director, Division of Biologies Standards, 
National Institutes of Health, Bethesda, 
Md. 20014: 

(1) A sample of no less than 40 ml. of 
the product distributed in no less than 
four containers. 
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(2) A protocol which consists of a sum¬ 
mary of the history of manufacture of 
each lot including all results of each test 
for which test results are requested 
by the Director, Division of Biologies 
Standards. 

The product shall not be issued by the 
manufacturer until notification of official 
release is received from the Director, 
Division of Biologies Standards, for each 
filling lot of dried vaccine and for each 
buik lot of aqueous vaccine. 

§ 73.4025 Equivalent methods. 

Modification of any particular manu¬ 
facturing method or process or the con¬ 
ditions under which it is conducted as set 
forth in the additional standards relat¬ 
ing to Typhoid Vaccine, shall be per¬ 
mitted whenever the manufacturer pre¬ 
sents evidence that demonstrates the 
modification will provide assurances of 
the safety, purity, and potency of the 
vaccine that are equal to or greater than 
the assurances provided by such stand¬ 
ards, and the Director, National In¬ 
stitutes of Health, so finds and makes 
such finding a matter of official record. 

Subpart F—[Reserved] 

Subpart G—[Reserved] 

Subpart H—[Reserved] 

Subpart I—[Reserved] 

Subpart J—Additional Standards For 
Miscellaneous Products 

Allergenic Products 
§ 73.9000 The product. 

(a) Definition . Allergenic Products 
are products that are administered to 
man for the diagnosis, prevention or 
treatment of allergies. 

(b) Criteria for source material. Only 
specifically identified allergenic source 
materials which contain no more than 
1 percent of detectable foreign materials, 
shall be used in the manufacture of an 
Allergenic Product. Source materials 
such as feathers, hairs, and danders shall 
be free from blood and serum. 

§73.9001 Manufacture of Allergenic 
Products. 

(a) Extraneous allergenic substances . 
All manufacturing steps shall be per¬ 
formed so as to insure that the product 
will contain only the allergenic and other 
substances intended to be included in the 
final product. 

<b) Cultures derived from microor¬ 
ganisms. Culture media into which or¬ 
ganisms are inoculated for the manufac¬ 
ture of Allergenic Products shall contain 
no allergenic substances other than those 
necessary as a growth requirement. 
Neither horse protein nor any allergenic 
derivative of horse protein shall be used 
m culture media. 

fc) Liquid products for oral adminis¬ 
tration. Liquid products intended for 
oral administration that are filled in 
multiple dose final containers shall con¬ 
tain a preservative in a concentration 
adequate to inhibit microbial growth. 

<d) Residual pyridine. Products for 
which pyridine is used in manufacturing 
snail have no more residual pyridine in 
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the final product than 25 micrograms 
per milliliter. 

§ 73.9002 Testa. 

(a) Identity. When a specific identity 
test meeting the provisions of § 73.760 
cannot be performed, the manufacture 
of each lot shall be separated from the 
manufacture of other products in a man¬ 
ner that will preclude adulteration, and 
records made in the course of manufac¬ 
ture shall be in sufficient detail to verify 
the identity of the product. 

(b) Safety. A safety test shall be per¬ 
formed on the contents of a final con¬ 
tainer of each lot of each product as pre¬ 
scribed in § 73.720 except for the follow¬ 
ing: 

(1) For lots consisting of no more 
than 20 final containers or 20 sets of in¬ 
dividual dilutions, or where the final 
container contains no more than one in¬ 
tended human dose, the safety test need 
not be performed on the contents of a 
final container provided the safety test 
is performed on each lot of stock con¬ 
centrate and on each lot of diluent con¬ 
tained in the final product. Only stock 
concentrates and diluents which have 
passed the general safety test shall be 
kjpt in the work areas used for the 
manufacture of Allergenic Products. A 
stock concentrate is an extract derived 
from a single allergenic source and used 
in the manufacture of more than one 
lot of product, and from which final dilu¬ 
tions or mixtures are prepared directly. 

(2) For powders for scratch tests, a 
sample shall be suspended in a suitable 
diluent and injected into each animal, 
and the sample size shall be the single 
human dose recommended. 

(c) Sterility. A sterility test shall be 
performed on each lot of each Allergenic 
Product as prescribed in § 73.730. with 
the following exceptions: 

(1) When bulk material is not pre¬ 
pared, the sterility test prescribed for 
bulk material shall be performed on each 
container of each stock concentrate at 
the time a stock concentrate is prepared, 
and the test sample shall be no less than 
1 ml. from each stock concentrate 
container. 

(2) For lots consisting of no more 
than 5 final containers, the final con¬ 
tainer test shall be performed in ac¬ 
cordance with § 73.730(f) (7) using the 
sample therein prescribed or using a 
sample of no less than 0.25 ml. of prod¬ 
uct from each final container, divided 
in approximately equal proportions for 
testing in Fluid Thioglycollate and Fluid 
Sabouraud’s media. The test sample in 
the latter alternative method may be an 
overfill in the final container. 

(3) For products prepared in sets of 
Individual dilution series, a test sample 
of 0.25 ml. shall be taken from a final 
container of each dilution, which 
samples may be pooled and one half of 
the pooled material used for the test 
with fluid Thioglycollate medium and 
one-half used for the test with fluid 
Sabouraud’s medium. 

(4) Tablets and capsules need not be 
tested for sterility provided aseptic tech¬ 
niques are employed in their manu¬ 
facture. 
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Trivalent Organic Arsenicals 
§ 73.9020 Tesla prior to release. 

Tests required to be made, prior to the 
release of each lot of a licensed product, 
shall be supplemented in the case of the 
trivalent organic arsenicals by tests for: 

(a) Stability, 

(b) Solubility, 

(c) Arsenic content, 

(d) Moisture, 

(e) Relative non-toxicity. 

§ 73.9021 Pretesting by Institute; 

rumple of each lot. 

Prior to the release of any lot of the 
product, the manufacturer shall for¬ 
ward to the Director. Division of Bio¬ 
logies Standards, no less than 15 am¬ 
poules of the largest single-dose size in 
such lot, together with protocols showing 
the results of each test required prior 
to release. 

§ 73.9022 Expiration date. 

Notification from the Director, Divi¬ 
sion of Biologies Standards, that lot 
samples forwarded in accordance with 
§ 73.9021 have satisfactorily passed pre¬ 
scribed tests shall indicate a date which 
may be taken as the date of manufac¬ 
ture for the purpose of fixing the expira¬ 
tion date. The date of issue shall be the 
same as the date of manufacture. 

§ 73.9023 Composition of product. 

Solutions or solutions of mixtures in 
the concentrations recommended for 
clinical administration shall be of such 
hydrogen ion value and tonicity as to be 
physiologically compatible with human 
blood. 

§ 73.9024 Container. 

The product shall be hermetically 
sealed under vacuum or under a dry non- 
oxidizing gas in glass ampoules. The con¬ 
tents of any final container shall not ex¬ 
ceed 10 maximum human doses. 

§ 73.9025 Final container label. 

• In addition to the labeling require¬ 
ments stated in § 73.600 the final con¬ 
tainer label of the trivalent organic 
arsenicals shall bear the statements re¬ 
quired in § 73.9026 (b) and (c) and an 
additional statement giving the amount 
of the drug contained in the ampoule. 
§ 73.9026 Outside label. 

The outside label, in addition to the 
complete proper name and all other 
items required for products generally 
shall show conspicuously: (a) If the 
product is dispensed as a mixture or 
solution, the name of all admixed 
substances. 

(b) If the ampoule is a multiple dose 
container, the fact that it is a multiple 
dose container. 

(c) Specific method of preparation, if 
any. required prior to administration, as, 
for example, alkalinization. 

Dated: August 19,1970. 

Robert Q. Marston, 

Director , 

National Institutes of Health. 

Approved: August 27.1970. 

John G. Veneman, 

Acting Secretary. 

[FH. Doc. 70-11654; Filed. Sept. 1, 1970; 

8:45 a.m.) 
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